

Air/Surface Sample Description Results 

Location 

Bacteria CFU Mold CFU Totai CFU 
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TITLE: ENVIRONMENTAL MONITORING OF CLEAN ROOM AREAS 


SOP NUMBER: 3.030 


VERSION NUMBER: 3.0 

DATE EFFECTIVE: 


DEPARTMENT: ADMIXING 

Written By: 

Signature 

Date: 

Quality Approval: 

Signature 

Date: 

Compliance Approval: 

Signature 

Date: 


1.0 PURPOSE 

1.1 The purpose of this procedure is to establish the requirements for the 
Environmental Monitoring (EM) program within the Clean Room facility. The 
program is designed to monitor viable and non-viable air quality, the viable load 
on surfaces, and the viable load on compounders working within the hoods. 

2.0 SCOPE 

2.1 This procedure applies to the Ameridose clean room facility under conditions that 
meet or exceed state and federal guidelines as outlined by the United States 
Pharmacopeia <797>. 

2.2 This SOP applies to all personnel who perform any function within the 
Environmental Monitoring program. 

3.0 RESPONSIBILITY 

3.1 Personnel following this SOP are responsible for completing all required training 
prior to performing any tasks in this procedure. 

3.2 Quality Assurance shall perform all Environmental and Personnel Monitoring. 

3.3 The Quality Assurance Director shall manage this procedure and ensure that 
personnel responsible for Environmental and Personnel Monitoring of the Clean 
Room Areas comply with this procedure. 

3.4 The Quality Assurance Director shall report deviations, Alert/Action excursions, 
and trending, as appropriate, to the Quality Assurance Committee. 

3.5 The Quality Assurance Committee shall oversee this procedure and review 
deviations, Alert/Action excursions, and trending as appropriate 

4.0 REFERENCES 

4.1 USP <797> “Pharmaceutical Compounding - Sterile Preparations" 

4.2 USP <1116> “Microbiological Evaluation of Clean Rooms and Other Controlled 
Environments” 

4.3 ISO 14644 “Clean Rooms and Associated Controlled Environments" 

4.4 SOP 1 .030 “ Deviation-OOS” 

4.5 SOP 9.090 “Required Garb for Clean Room Facility Access 
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TITLE: ENVIRONMENTAL MONITORING OF CLEAN ROOM AREAS 


SOP NUMBER: 3.030 | VERSION NUMBER: 3.0 

5.0 DEFINITIONS 

5.1 CFU - Colony forming unit 

5.2 Surface Contact Plate - Agar plate used to sample surfaces for microorganisms 
by direct application. The agar contains neutralizers to inactivate residual 
disinfectants. 

5.3 ISO Classifications 

5.3.1 ISO Class 5 is equivalent to Class 1 00 

5.3.2 ISO Class 6 is equivalent to Class 1 ,000 

5.3.3 ISO Class 7 is equivalent to Class 10,000 

5.3.4 ISO Class 8 is equivalent to Class 100,000 

5.4 Alert Level - Signals a potential drift from normal operating conditions when 
normal levels of viable/non-viable particulate in a controlled environment are 
exceeded. Alert level does not require investigation. 

5.5 Action Level - Signals a potential drift from normal operating conditions when 
normal levels of viable/non-viable particulate in a controlled environment are 
exceeded. Action level requires an investigation and corresponding corrective 
action. 

5.6 TSA - T ripticase Soy Agar 

5.7 At-rest - Condition where the installation is complete with equipment installed 
and operating in a manner agreed upon by customer and supplier but with no 
personnel present. 

5.8 Operational - Condition where the installation is functioning in the specified 
manner, with the specified number of personnel present and working in the 
manner agreed upon. 

5.9 Requalification - Testing performed after a disruption to the area/equipment in 
order to demonstrate continued performance below Alert/Action levels. 

6.0 FREQUENCY 

6.1 Personnel touch plates shall be sampled weekly for each compounder working in 

a hood. j 

6.2 Surface sampling shall be performed weekly on a rotating schedule. 

Viable air sampling shall be. performed every 2 weeks on a rotating schedule. 

Non-viable air sampling^shpll be performed at least every six months. 

Environmental and Personnel Monitoring data shall be trended on a quarterly 
basis and reviewed by the Quality Assurance Committee. 
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7.0 EQUIPMENT & SUPPLIES 

7.2 TSA contact plates containing lecithin and polysorbate 80 

7.3 Calibrated viable air sampler 

7.4 Appropriate equipment operating manuals 

7.5 Sterile compounding garb and disinfectants as described in SOP 9.090 

8.0 ATTACHMENTS 

8.1 Attachment 1 - Alert/Action Levels 

8.2 Attachment 2 - Media Log 

8.3 Attachment 3 - Clean Room 1 - Viable Air Sampling Form 

8.4 Attachment 4 - Clean Room 1 - Viable Air Sampling Map 

8.5 Attachment 5 - Clean Room 2 - Viable Air Sampling Form 

8.6 Attachment 6 - Clean Room 2 - Viable Air Sampling Map 

8.7 Attachment 7 - Clean Room 1 - Surface Sampling Form 

8.8 Attachment 8 - Clean Room 1 - Surface Sampling Map 

8.9 Attachment 9 - Clean Room 2 - Surface Sampling Form 

8.10 Attachment 10 - Clean Room 2 - Surface Sampling Map 

8.11 Attachment 11 - Personnel Sampling Form 

8.12 Attachments - Additional Sample Form 

8.13 Attachment 1 3 - Alert/Action Log 

8.14 Attachment 14 - Alert Follow-up Form 

9.0 GENERAL INFORMATION 

9.1 Environmental Monitoring should flow from “clean" areas to “dirty" areas. 

9.2 Personnel who perform sampling shall be gowned appropriately for the area as 
described in SOP 9.090. 

9.3 During sampling of the clean areas, the sampler should sanitize hands with 70% 
IPA routinely and allow to dry. Sanitize hands more frequently if hands come in 
contact with dirty areas such as floors, chairs, doors, etc. 

9.4 Sample sites shall be selected based on proximity to critical processing or high 
risk areas as well as proximity to high-traffic areas. 

10.0 PROCEDURE 

10.1 Media Receipt 

10.1.1 Obtain commercially prepared TSA contact plates and the corresponding 
manufacturer’s Certificate of Analysis (CoA) 
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10.1.2 Verify that the CoA documents that growth promotion testing was 
successfully completed and that the information on the CoA corresponds 
to the media shipment. 

10.1.2.1 Document the date and quantity received on the CoA. Initial and 
date the CoA. 

10.1 .2.2 If documentation is not provided, set aside the media and do not 
use until appropriate certification is received. 

10.1.3 Visually inspect the media packaging to ensure that it is not damaged. 

1 0. 1 .3. 1 Do not use damaged media. Return or dispose of the material 
as appropriate. 

10.1 .4 Document receipt of the media on Attachment 2. Complete all applicable 
sections. 

10.1.5 Store Attachment 2 and associated CoAs in a dedicated binder. 

10.1.6 Store the media according to the manufacturer’s recommendation 
(usually 2°C-8°C) in a monitored refrigerator. 


10.2 Preparation for sampling 

10.2.1 Obtain the appropriate quantity and type of media from storage. 

10.2.2 Remove the outer packaging and inspect. Discard any damaged or 
contaminated media. 

10.2.3 Verify media is within expiration date and record the lot number and 
expiration date on the appropriate attachment. 

10.2.4 Verify that the sampling equipment is within calibration and document the 
make, model, serial number and calibration due date on the appropriate 
attachment. 


10.2.5 Sanitize the exterior of the materials and equipment per SOP 9.090 prior 
to entry into the clean room facility. / 


10.3 / 'Non-Viable Air Sampling 



on all appropriate clean room garb anc 


as per SOP 9j 


10.3.1 Non-viable air sampling shall be performed every 6 months along witlj 
Room/Hood Certification. 


10.3.2 Sampling shall be performed by anXpproved vendor using calibrated 
equipment. 

10.3.3 Forward all documentati^vt^tfie Quality Assurance for revi| 
jio 3 4 Fii a . n l l comp l e te d do cuments in the designated binder. 


1 0.4 Viable Air Sampling 


10.4.1 The sample locations listed on Attachment 3 and 5 for Clean Rooms 1 
and 2 shall be sampled every 2 weeks. Refer to Attachment 4 and 6 for 
sample location proximity. 
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10.4.2 Document all data on the appropriate Attachment. 

10.4.3 Set up the air sampler according to the manufacturer's instructions. 

10.4.4 Sanitize the exterior of the sampler prior to use with a low-lint wipe 
saturated with 70% IPA. 

10.4.5 If the sampler is being moved from a dirty to clean location during 
sampling, repeat exterior sanitization. 

10.4.6 Ensure the sampler is programmed with the following parameters: 


Sample time 

Air Volume/Minute 

Total Air Volume 

5.5 Minutes 

180 liters 

1000 liters (35ft J ) 


10.4.7 Document the status of the area/room on the appropriate Attachment. 

10.4.8 Remove the contact plates from the inner packaging wrapper. Ensure that 
the contact plate cover remains on. 

10.4.9 Aseptically remove the outer protective cap from the sampler and 
unscrew the aspirating head. 

10.4.10 Secure the plate between the metal prongs. Once secure, remove the 
contact plate cover and immediately replace the aspirating head and 
screw on tightly. 

Note: Do not touch the agar surface (If agar is touched, discard the contact 
plate. 

10.4.11 Place the air sampler in the desired location at cart or bench-top height. 
Orient the air sampler a vertical position facing the ceiling and turn on. 
Do not stand over the sampler while in operation. 

Note: Do not sample hoods when compounders are in the process of performing 
an aseptic manipulation. Wait until the manipulation is complete prior to 
sampling. 

10.4.12 The air sampler will automatically turn off at the conclusion of the 
sampling period. 

10.4.13 Aseptically replace the contact plate cover and remove the contact plate 
from the sampler. 

10.4.14 Seal the contact plate with parafilm. 

10.4.14.1 Inspect the contact plate to ensure that impingement marks 
are present. 

10.4.14.2 If impingement marks are not present, the sample is invalid 
and shall be repeated with a new contact plate. 

10.4.15 Record the site location on the base of the plate and initial and date. 

Do not record any information on the cover of the plate. 

10.4.16 Invert the samples and incubate for as follows 
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r *2 days (48 hours) at 30-35°C I \ 

\ • 5 additional days (120 hours) 20-25°C. > > 

\ A 

Note: safOftjesjTiaybe shipped to a contract lab for incubation and ^nalysis^^ 

Note: If 2 nd day of incubation falls on a non-business aay, tnen tne plates shall 
be transferred to the next temperature on the next business day. They shall be 
incubated at that temperature for the remainder of the 7 days. Do not exceed 7 
days of incubation. 

10.4.17 Document start and stop times on the appropriate Attachment. 

Note: Samples must be incubated within 2 hours of sampling. 

"10.5 Surface Sa mpij ng^l^v-^ 

' T075.1 fhesample locations listed on Attachment 7 and 9 for Clean Rooms 1 

and 2 shall be sampled weekly. Refer to Attachment 8 and 10 for sample 
location proximity. 

10.5.2 Document all data on the appropriate Attachment. Record the status of 
the hood/area. 

10.5.3 Remove the contact plates from the inner packaging wrapper. Ensure that 
the contact plate cover remains on. 

Note: Do not sample hoods when compounders are in the process of performing 
an aseptic manipulation. Wait until the manipulation is complete prior to 
sampling. 

10.5.4 Ensure that surfaces are dry before sampling. 

10.5.5 Aseptically remove the contact plate cover. 

Note: Do not touch the agar surface (If agar is touched, discard the plate). 

10.5.6 Invert the plate and gently touch the agar to the desired surface and roll 
the plate slightly to ensure complete contact with the surface. 

10.5.7 Replace the cover and seal the plate with parafilm. 

10.5.8 Record the site location on the base of the plate and initial and date. Do 
not record any information on the cover of the plate. 

10.5.9 Wipe the sample site with a wipe saturated with IPA to remove residual 
agar. 

10.5.10 Invert the samples and incubate for as follows 

• 2 days (48 hours) at 30-35°C 

• 5 additional days (120 hours) 20-25°C. 

Note: Samples may be shipped to a contract lab for incubation and analysis. 
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Not : If 2 nd day of incubation falls on a non-business day, then the plates shall 
be transferred to the next temperature on the next business day. They shall be 
incubated at that temperature for the remainder of the 7 days. Do not exceed 7 
days of incubation. 

10.5.1 1 Document start and stop times on the appropriate Attachment. 

Note: Samples must be incubated within 2 hours of sampling. 

10.6 Personnel Monitoring 

10.6.1 Sample all compounders working directly in the hoods on each business 
day. 

10.6.2 Document all data on Attachment 1 1 . 

Note: Do not sample compounders who are in the process of performing an 
aseptic manipulation. Wait until the manipulation is complete prior to sampling. 

10.6.3 Record the compounder's name, the hand sampled and the hood in 
which he/she is working on Attachment 11. 

Note: Compounder shall not sanitize hands or change gloves immediately prior 
to being sampled. 

10.6.4 Aseptically place the agar plate in hood in which the compounder is 
working, agar side up. 

10.6.5 Open the cover of the contact plate and have the compounder roll each 
gloved finger (of the dominant hand) one at a time on the plate, making 
certain not to re-touch areas. 

10.6.6 Replace the cover and seal the plate with tape/parafilm. 

10.6.7 Record the compounder’s name on the base of the plate and initial and 
date. Do not record any information on the cover of the plate. 

10.6.8 The compounder shall replace gloves and re-sanitize hands accordingly 
prior to resuming operations in the hood. 

10.6.9 Invert the samples and incubate for as follows 

• 2 days (48 hours) at 30-35°C 

• 5 additional days (120 hours) 20-25°C. 

Note: Samples may be shipped to a contract lab for incubation and analysis. 

Note: If 2 nd day of incubation falls on a non-business day, then the plates shall 
be transferred to the next temperature on the next business day. They shall be 
incubated at that temperature for the remainder of the 7 days. Do not exceed 7 
days of incubation. 

10.6.10 Document start and stop times on Attachment 11. 

Note: Samples must be incubated within 2 hours of sampling. 
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10.7 Non-Routine Samples 

10.7.1 Non-routine samples that are not listed on the Viable and Surface 
Sampling Forms may be taken at a desired location. 

10.7.2 Take the sample according to the appropriate air or surface sampling 
procedure above. 

10.7.3 Document the sample location, sampling, and results on Attachment 12. 

10.7.4 Non-routine samples are investigational and shall not be compared to 
alert/action values. Do not generate an alert or action as described in 
10.9 for non-routine samples. 

10.8 Reporting Results 

10.8.1 Remove samples from the incubator. Record stop times on the 
appropriate attachment. 

10.8.2 Count all colonies on the plate and document results for each category 
below. 


• Bacteria 

• Mold (Count or indicate presence) 

• Total Counts of Bacteria and Mold combined 

Note: 200 colonies per plate is the maximum number of colonies that can be 
counted. If colonies per plate exceed 200 CFU, report the result as “Too 
numerous to count" (TNTC). 

10.8.3 Calculate the level of viable airborne particulates as CFU per cubic foot. 

Calculate the Total CFU/ft* 

Total CFU per contact plate = Total CFU/ft 3 
35ft 3 of air sampled 

10.8.4 Count the level of surface viables (surface or personnel) as CFU/plate. 

10.8.5 Record results on the appropriate attachment. 

10.8.6 Compare results with corresponding Alert/Action on Attachment 1. 

10.8.7 Forward completed Attachment to the Quality Assurance Director or 
designee for review. 

10.8.8 File all completed documents in the designated binder. 

1 0.9 Generation of Alert and Action Limits 

10.9.1 Alert levels shall be derived from historical data. When historical data is 
not available, alert values may be set as a percentage of Action Level 
values, 

10.9.2 Action levels shall be derived based on functionality/utilization of Clean 
Room areas, historical data and/or compendial guidelines. 
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10.9.3 Alert/Action levels shall be evaluated on an annual basis (as part of the 
trending report in section 10,11) to ensure that the levels are still 
applicable to the environment. 

10.9.4 In the event that a new hood or clean room is put in service, Alert/Action 
levels shall be set using the levels for similar equipment/areas until 
sufficient historical data can be obtained and evaluated. 

10.10 Alert/Action Excursion 

10.10.1 When a sample exceeds the specified Alert or Action level, Quality 
Assurance shall assign a Tracking number and complete the 
appropriate sections on Attachment 8. 

10.10.1.1 The format of the Tracking # shall be 5 digits, consisting of a 
2-digit designation for the year followed by a 3 digit 
sequential number beginning at 001. The sequential number 
shall reset at the start of each year. 

For example 

The Tracking # for the 3 rd excursion in 2007 shall be “07-003” 

10.10.2 For Alert Level excursion, complete Attachment 9 to document follow 


174756_29_16_000384 


FDA P00095678 



- up activities to ensure that the area/hood/compounder has returned to 
a state of control. 

10.1 0.2. 1 Clean the impacted area per applicable SOPs. Routine 
cleaning that was performed subsequent to the date on 
which the excursion occurred may satisfy the re-cleaning 
requirement. 

10.10.2.2 Resample the impacted location per the applicable sections 
of this procedure for 1 day subsequent to re-cleaning. 
Routine sampling may satisfy re-sampling requirements. 

Note: Investigation and/or further corrective action may be performed for 
individual Alert level-excursions at the discretion of management, Proceed as 
described below and document rationale for the investigation. 

10.10.3 For Action level excursions or multiple/re-occurring alert level 
excursions that require further investigation, complete an OOS 
Investigation per SOP 1.030. 

10.10.4 If corrective actions are performed (other than routine cleaning 
and re-sampling), the area/compounder shall be requalified as described 
in Section 10.10. If all samples are within limits, the corrective action can 
be considered successful and the investigation closed. If any sample 
fails, additional investigation is required. 

10.11 Requalification 

10.11.1 Perform requalification sampling according to the applicable sections 
above for 1 day when the following events occur. 
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• Completion of a remedial action to correct and out-of compliance 
conditions. 

• A significant change in the operational use of the hood/room. 

• A significant interruption of air movement or an event which has 
potential for introducing large-scale contamination, for example air 
handler shut down, construction activities, large spills, introduction 
of new large-scale equipment, etc. 

• Additional requalification sampling can occur at the discretion of 
Quality Assurance. 

10.11,2 Requalification sampling will be evaluated against the defined 
Alert/Action levels. 


10.12 Trending 

10.12.1 Enter all environmental and personnel monitoring data into a 
spreadsheet to facilitate trending. 

10.12.2 Trend the data using the following categories: 

• Personnel Samples 

• Hood Surface Samples 

• Room Surface Samples/Room Air Samples 

10.12.3 On a quarterly basis generate a report containing the following sections 
at a minimum. Trending shall evaluate a rolling 15 month data set to 
capture comparison of seasonal variance. 

• List of all Alert/Actions 

• Summary of all investigations and corrective actions 

• Graphical depiction of all data 

• Discussion of trends 

10.12.4 Any trends identified shall be investigated and have corrective actions in 
place, as necessary. 

10.12.5 The report shall be reviewed by the Quality Assurance Committee and 
signed by the following: 

• Compliance Officer 

• Director of Quality 

• Director of Operations 

• Director of Pharmacy 
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11.0 HISTORY 


Version 

Number 

1.0 New SOP. 


Description of Change 


Change Request 
Number 

N/A 


• Update Alert and Action Levels. Action Levels set at USP Clean 
Room Requirements. Alert Levels set at 50-70% of Action Levels. 

• Revise bi-phasic incubation requirements to reflect longer incubation 
time and more appropriate order of incubation temperatures. 

• Updated format and section to improve flow of SOP. 

2.0 • Changed frequency of viable air sampling to every 2 weeks. CR07008 

• Changed frequency of personnel monitoring to weekly. 

• Increased level of detail in procedure to improve clarity. 

• Included quarterly trending. 

• Updated procedure for tracking and responding to alerts/actions. 

• Added a section on requalification of dean Room Areas. 


• Adjusted Attachment for Alert Follow Up to remove redundant 
information 

3.0 • Minor wording changes for clarification of procedures CR08 

• Added in sampling for Clean Room 2 per change control CC08006 

• Updated attachments for ease of use. 
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ATTACHMENT 7 - CLEAN ROOM 1 jSURFACEjpAMPLING FORM 

{page 1 of 3) 


Date of Sampling: 

Media Lot#: 

Room State: □ At-Rest □ Operational 
30-35°C Incubator Serial #: 

2Q-25°C Incubator Serial #: 

Time Placed in 30-35°C; 

Time Placed in 20-25°C: 

Time Removed from 20-25°C: 


Sampler: 

Exp Date: 

Start Time: | End Time: 

Calibration Due Date: 

Calibration Due Date: 

Initials/Date: 

Initials/Date: 

Initials/Date: 


Samplfe 

Location 

Description 

Bacteria CFU 

Results 

Mold CFU 

Alert/Action 

Total CFU 

1SPF1 

People Room 1 Floor 1 


Dai 

□Ac 

1SPF2 

People Room 1 Floor 2 


□ai 

□Ac 

1SPF3 

People Room 1 Floor 3 


□ai 

□Ac 

1SPW1 

People Room 1 Wall 1 


□ai 

□Ac 

1SPW2 

People Room 1 Wall 2 


□ai 

□ac 

1SPW3 

People Room 1 Wall 3 


□ai 

□Ac 

1SPD1 

. S 

People Room 1 Door to Middle 

Room 


□ai 

□Ac 

1SMF1 

Middle Room 1 Floor 1 


□ai 

□Ac 

1SMF2 

Middle Room 1 Floor 2 


□ai 

□Ac 

1SMF3 

Middle Room 1 Floor 3 


□ai 

□ ac 

1SNIW1 

Middle Room 1 Wall 1 


□ai 

□Ac 

1SMW2 

Middle Room 1 Wall 2 


□ai 

□Ac 

1SMW3 

Middle Room 1 Wall 3 


□ai 

□ Ac 

1SMV1 

Middle Room 1 Vault Front 1 


□ai 

□Ac 

1SMR1 

Middle Room 1 Refrigerator 

Front 1 


□ai 

□Ac 


1SCH1 

Clean Room 1 Hood 1 


□ai 

□AC 

1SCH2 

Clean Room 1 Hood 2 


□ai 

□Ac 

1SCH3 

Clean Room 1 Hood 3 


□ai 

□Ac 
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ATTACHMENT 7 - CLEAN ROOM 1 - SURFACE SAMPLING FORM 

(page 2 of 3) 


Sample 

Location 

Description 

Results 

Bacteria CFU Mold CFU 

Total GFU 

Alert/Action 

1SCH4 

Clean Room 1 Hood 4 



□ai 

□Ac 

1SCH5 

Clean Room 1 Hood 5 



□ai 

□Ac 

1SCH6 

Clean Room 1 Hood 8 



’□ai 

□Ac 

1SCH7 

Clean Room 1 Hood 7 



□ai 

□Ac 

1SCH8 

Clean Room 1 Hood 8 



□ai 

□Ac 

1SCH9 

Clean Room 1 Hood 9 



□ a! 

□Ac 

1SCH10 

Clean Room 1 Hood 10 



□ai 

□Ac 

1SCHA 

Clean Room 1 Hood A 



□ai 

□Ac 

1SCHB 

Clean Room 1 Hood B 



□ai 

□Ac 

1SCHC 

Clean Room 1 Hood C 



□ai 

□Ac 

1SCHD 

Clean Room 1 Hood D 



□ai 

□AC 

1SCHE 

Clean Room 1 Hood E 



□ai 

□Ac 

1SCHF 

Clean Room 1 Hood F 



□ai 

□Ac 

1SCF1 

Clean Room 1 Floor 1 



□ai 

□Ac 

1SCF2 

Clean Room 1 Floor 2 



□ai 

□Ac 

1SCF3 

Clean Room 1 Floor 3 



□ai 

□ Ac 

1SCF4 

Clean Room 1 Floor 4 



□ai 

□Ac 

1SCF5 

Clean Room 1 Floor 5 



□ai 

□Ac 

1SCF6 

Clean Room 1 Floor 6 



□ai 

□Ac 

1SCF7 

Clean Room 1 Floor 7 



□ai 

□Ac 

1SCF8 

Clean Room 1 Floor 8 



□ai 

□Ac 

1SCP1 

Interior of Clean Room 1 
Pass-Thru 1 



□ai 

□ac 

1SCP2 

Interior of Clean Room 1 
Pass-Thru 2 



□ai 

□Ac 

1SCP3 

Interior of Clean Room 1 
Pass-Thru 3 



□ai 

□Ac 

1SCP4 

Interior of Clean Room 1 
Pass-Thru 4 



□ai 

□ac 

1SCP5 

Interior of Clean Room 1 
Pass-Thru 5 



□ai 

□Ac 

1SCW1 

Clean Room 1 Wall 1 



□ai 

□Ac 

1SCW2 

Clean Room 1 Wall 2 



□ai 

□AC 
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ATTACHMENT 7 - CLEAN ROOM 1 - SURFACE SAMPLING FORM 

(page 3 o* 3) 


iSarripje 

Locititin 

Description 

Bacteria CFU 

Results 

Mold CFU 

Alert/Action 

Total CFU 

1SCW3 

Clean Room 1 Wall 3 


□ai 

□Ac 

1SCW4 

Clean Room 1 Wall 4 


□ai 

□Ac 

1SCW5 

Clean Room 1 Wall 5 


□ai 

□Ac 

1SCW6 

Clean Room 1 Wall 5 


□ai 

□Ac 

1SCT1 

Clean Room 1 Table 


□ai 

□Ac 

1SCT2 

Clean Room 1 Table 


□ai 

□Ac 

1SCT3 

Clean Room 1 Table 


□ai 

□Ac 

1SCT4 

Clean Room 1 Table 


□ai 

□Ac 

1SCT5 

Clean Room 1 Table 


□ai 

□AC 

1SCT6 

Clean Room 1 Table 


□ai 

□ac 

1SCT7 

Clean Room 1 Table 


□ai 

□ac 

1SCT8 

Clean Room 1 Table 


□ai 

□Ac 

1SCB1 

Clean Room 1 Storage Bin on 

Table 


□ai 

□Ac 

1SCB2 

Clean Room 1 Storage Bin on 

Table 


□ai 

□Ac 

1SCB3 

Clean Room 1 Storage Bin on 

Table 


□ai 

□Ac 

1SCB4 

Clean Room 1 Storage Bin on 

Table 


□ai 

□Ac 


Performed By: Date: 

Reviewed By: Date: 
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ATTACHMENT 8 - CLEAN ROOM 1 SSURFACEtSAMPLING MAP 
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ATTACHMENT 10 - CLEAN ROOM 2 - feuRFACE S AMPLING MAP 


c 


2SCW4 |„ ood14 

-2AH14| 


Hood 12 - 2AM12 


[ Hood 11 * 2 AH 11 j 


2SCF6 


Clean Room 2 

2SCF5 


F" 


g 2SCF8 

8 


£ 

o 

2SCF7 o 

£ 


2SCF2 


w 


n 


2SCF3 


Sample 1 Table and 1 Storage Bin from each quadrant if applicable 2SCF4 
2SCF1 


2SCP3 


2SCW2 


2SMF3 


Middle Room 2 


2SMF1 


2SMF2 


Freight Room 2 


2SPF3 


\2SPD1^ 


Peop e Room 2 


2SPF2 


2SPF1 
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ATTACHMENT 9 - CLEAN ROOM 2 - |s LIRF AC e) s AM P L I N G FORM 

(page 1 of 2) 


Date of Sampling: 

Media Lot#: 

Room State: □ At-Rest □ Operational 
30-35°C Incubator Serial #: 

20-25°C Incubator Serial #: 

Time Placed in 30-35°C: 

Time Placed in 20-25°C: 

Time Removed from 20-25°C: 


Sampler: 

Exp Date: 

Start Time: | End Time: 

Calibration Due Date: 

Calibration Due Date: 

Initials/Date: 

Initials/Date: 

Initials/Date: 


Sample 

Location 

Description 

Bacteria CFU 

Results 

Mold CFU 

Alert/Action 

Total CFU 

2SPF1 

People Room 2 Floor 1 


□ai 

□Ac 

2SPF2 

People Room 2 Floor 2 


□aj 

□Ac 

2SPF3 

People Room 2 Floor 3 


□ai 

□Ac 

2SPW1 

People Room 2 Wall 1 


□ai 

□Ac 

2SPW2 

People Room 2 Wall 2 


□ai 

□Ac 

2SPD1 

People Room 2 Door to Middle 

Room 


□ai 

□Ac 

2SMF1 

Middle Room 2 Floor 1 


□ai 

□AC 

2SMF2 

Middle Room 2 Floor 2 


□ai 

□Ac 

2SMF3 

Middle Room 2 Floor 3 


□ai 

□Ac 

2SMW1 

Middle Room 2 Wall 1 


□ai 

□Ac 

2SMW2 

Middle Room 2 Wall 2 


□ai 

□Ac 

2SMP1 

Middle Room 2 Pass-Thru 1 


□ai 

□Ac 

2SCH11 

Clean Room 2 Hood 11 


□ai 

□Ac 

2SCH12 

Clean Room 2 Hood 12 


□ai 

□Ac 

2SCH13 

Clean Room 2 Hood 13 


□ai 

□Ac 

2SCH14 

Clean Room 2 Hood 14 


□ai 

□Ac 
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ATTACHMENT 8 - CLEAN ROOM 2 - SURFACE SAMPLING FORM 

(page 2 of 2) 


Sample 

-Location 

f ’■& l;*v 

Description 

Bacteria 

CFU 

Results 

Mold CFU Total CFU 

Alert/Action 

2SCHG 

Clean Room 2 Hood G 



□ai 

□Ac 

2SCHH 

Clean Room 2 Hood H 



□ai 

□Ac 

2SCHI 

Clean Room 2 Hood 1 



□ai 

□ac 

2SCF1 

Clean Room 2 Floor 1 



□ai 

□Ac 

2SCF2 

Clean Room 2 Floor 2 



□ai 

□Ac 

2SCF3 

Clean Room 2 Floor 3 



□ai 

□Ac 

2SCF4 

Clean Room 2 Floor 4 



□ai 

□ac 

2SCF5 

Clean Room 2 Floors 



□ai 

□ac 

2SCF6 

Clean Room 2 Floor 6 



□ai 

□ac 

2SCF7 

Clean Room 2 Floor 7 



□ai 

□Ac 

2SCF8 

Clean Room 2 Floor 8 



□ai 

□ac 

2SCP1 

Interior of Clean Room 2 Pass-Thru 1 



□ai 

□Ac 

2SCP2 

Interior of Clean Room 2 Pass-Thru 2 



□ai 

□Ac 

2SCP3 

Interior of Clean Room 2 Pass-Thru 3 



□ai 

□Ac 

2SCW1 

Clean Room 2 Wall 1 



□ai 

□Ac 

2SCW2 

Clean Room 2 Wall 2 



□ai 

□Ac 

2SCW3 

Clean Room 2 Wall 3 



□ai 

□Ac 

2SCW4 

Clean Room 2 Wall 4 



□ai 

□Ac 

2SCT1 

Clean Room 2 Table 



□ai 

□Ac 

2SCT2 

Clean Room 2 Table 



□ai 

□Ac 

2SCT3 

Clean Room 2 Table 



□ai 

□Ac 

2SCT4 

Clean Room 2 Table 



□ai 

□Ac 

2SCB1 

Clean Rm 2 Storaae Bin on Table 



□ai 

□ai 

□ai 

□ai 

□Ac 

□Ac 

□Ac 

□ac 

2SCB2 

Clean Rm 2 Storaae Bin on Table 



2SCB3 

Clean Rm 2 Storaae Bin on Table 



2SCB4 

Clean Rm 2 Storaae Bin onTabie 




TR# 


Performed By: 
Reviewed By: 


Date: 

Date: 
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SOP NUMBER: 3.030 


VERSION NUMBER: 3.0 


ATTACHMENT 4 - CLEAN ROOM 1 -pHIIHi^AMPLING MAP 



i 

i 


i 
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SOP NUM 




Ameridose 



TITLE: ENVIRONMENTAL MONITORING OF CLEAN ROOM AREAS 


SOP NUMBER: 3.030 


VERSION NUMBER: 3.0 


ATTACHMENT 5 - CLEAN ROOM 2 - VIABLE AIR SAMPLING FORM 

Date of Sampling: 

Sampler Serial #: 

Media Lot#: 

Room State; □ At-Rest 
30-35°C Incubator Serial #: 


□ Operational 


20-25°C Incubator Serial #: 


Sampler: 

Calibration Due Date: 
Exp Date: 

Start Time: 

Calibration Due Date; 


Calibration Due Date, 


End Time: 


Time Placed in 30-35°C: 
i Time Placed in 20~25°C: 

I Time Removed from 20-25°C: 


Initials/Date: 

Initials/Date: 

Initials/Date: 


I 


Sample 

'location 


2 API 
2AP2 

2AM1 

2AM2 

2AC1 

2AC2 

2AC3 

2AC4 

2AC5 

2AC6 

2AH11 

2AH12 

2AH13 

2AH14 

2AHG 

2AHH 

2AHI 


Description 

People Room 2 Air 1 
People Room 2 Air 2 

Middle Room 2 Air 1 
Middle Room 2 Air 1 

Clean Room 2 Air 1 
Clean Room 2 Air 2 
Clean Room 2 Air 3 
Clean Room 2 Air 4 
Clean Room 2 Air 5 
Clean Room 2 Air 6 
Hood 11 
Hood 12 
Hood 13 
Hood 14 
Hood A 
Hood B 
Hood C 


Results 

Bacteria CFU Mold CFU Total CFU Total CFU/ft 5 


Alert/Action 

□ai Dac 

n ai Dac 

□ ai Dac | 

□ ai Dac 

□ ai Dac 
□ai GAc 
□ai Oac 
□ai Dac 
□ai oac 
□ai Dac 
□ai Pac 
□A! UAc 
□ai Dac 
□ai dac 
□ai Dac 
□ai Dac 
□ai DAc 


TR# 


Performed By: 
Reviewed By: 

Ameridose 


Date: 

Date; 
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TITLE: ENVIRONMENTAL MONITORING OF CLEAN ROOM AREAS 


SOP NUMBER: 3.030 


VERSION NUMBER; 3.0 


ATTACHMENT 14 - ALERT FOLLOW-UP FORM 


Tracking #; 


Sample Date: Sample Location/Operator Name; 


Level Exceeded: Result: 

Date of follow-up cleaning: Date of follow-up sampling: 

Results of follow-up sampling: 


Review; 


Date 


Tracking #; 


Sample Date; Sample Location/Operator Name: 


Level Exceeded: Result: 

Date of follow-up cleaning: Date of follow-up sampling: 

Results of follow-up sampling: 


Review: 


Date 




\'<* '.i ‘V %vj - > 

Tracking #: 

Sample Date: 

Sample Location/Operator Name: 

Level Exceeded: 


Result; 

Date of follow-up cleaning: 

Date of follow-up sampling: 

( Results of follow-up sampling: 

! 


i 

i 

iReview: 

i 


| Date 

1 

i 

i 

i 

i Ameridose 
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TITLE: ENVIRONMENTAL MONITORING OF CLEAN ROOM AREAS 
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TITLE: ENVIRONMENTAL MONITORING OF CLEAN ROOM AREAS 
|SOP NUMBER: 3.030 | VERSION NUMBER: 3.0 

ATTACHMENT 3 - CLEAN ROOM 1 NG FORM 

(page 1 of 2) 


Date of Sampling: 

Sampler Serial #: 

Media Lot#: 

Room State: □ At-Rest □ Operational 
30-35°C Incubator Serial #: 

20-25’C Incubator Serial #: 


Sampler: 

Calibration Due Date: 
Exp Date: 

Start Time: 

Calibration Due Date: 
Calibration Due Date: 


End Time: 


Time Placed in 30-35°C: 

Time Placed in 20-25°C: 

Time Removed from 20-25°C: 


Initials/Date: 

Initials/Date: 

Initials/Date: 


■ Sample 
j.Lo r c‘ation 

i. ** L 

Description 

1AP1 

People Room 1 Air 1 

1AP2 

People Room 1 Air 2 

1AM1 

Middle Room 1 Air 1 

1AM2 

Middle Room 1 Air 1 

1AC1 

Clean Room 1 Air 1 

1AC2 

Clean Room 1 Air 2 

1AC3 

Clean Room 1 Air 3 

1AC4 

Clean Room 1 Air 4 

1AC5 

Clean Room 1 Air 5 

1AC6 

Clean Room 1 Air 6 

1AC7 

Clean Room 1 Air 7 

1AC8 

Clean Room 1 Air 8 


Results 

Ba ^py ,a Mold CFU Total CFU 


Alert/Action 

□ai Dao 
□ai Dac 

□ai Dac 
□ai Dac 

□ai Dac 
□ai Dao 
□ai Dac 
□ai Qac 
□ai Oac 
□ai Qac 
□ai Dac 
□ai Dac 


TR# 
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TITLE: ENVIRONMENTAL MONITORING OF CLEAN ROOM AREAS 
SOP NUMBER: 3.030 I VERSION NUMBER: 3.0 


ATTACHMENT 3 - CLEAN ROOM 1 - VIABLE AIR SAMPLING FORM 

(page 2 of 2) 


t'/iSample 

flotation 

Description 

Ba ( fp® na Mold CFU Total CFU 

Total 

CFU/ft 3 

Alert/Action 

1AH1 

Hood 1 



□aj 

□Ac 

1AH2 

Hood 2 



□ ai 

□Ac 

, 1AH3 

Hood 3 



□ai 

□ Ac 

i 1AH4 

1 

Hood 4 



□ai 

□Ac 

1 1AH5 

Hood 5 



□ai 

□Ac 

1AH6 

Hood 6 



□ai 

□ac 

i 1AH7 

Hood 7 



□ai 

□Ac 

| 1AH8 

Hood 8 



□ai 

□Ac 

| 1AH9 

i 

Hood 9 



□ai 

□Ac 

| 1AH10 

Hood 10 



□ai 

□Ac 

1AHA 

j 

Hood A 



□ai 

□Ac 

1 1AHB 

! 

Hood B 



Dai 

□Ac 

‘ 1AHC 

Hood C 



□ai 

□Ac 

1AHD 

Hood D 



□ai 

□Ac 

j 1AHE 

HoodE 



□ai 

□Ac 

! 1AHF 

Hood F 



□ai 

□Ac 


TR# 


Performed By: 

Reviewed By: 


Date: 


Date: 


i 

i 

i 

I 

i 

i 
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TITLE: ENVIRONMENTAL MONITORING OF CLEAN ROOM AREAS 
SOP NUMBER: 3.030 | VERSION NUMBER: 3.0 

ATTACHMENT 1 2 


Date of Sampling: 

Sampler: 

Sampler Serial #: 

Calibration Due Date: 

Media Lot#: 

Exp Date: 

30-35°C Incubator Serial #: 

Calibration Due Date: 

20-25°C Incubator Serial #: 

Calibration Due Date: 

Time Placed in 30-35X: 

Initials/Date: 

Time Placed in 20-25X: 

Initials/Date: 

Time Removed from 20-25 < ’C: 

Initials/Date: 

Reason for Sampling: 



Sample Description 


Bacteria 


Results (CFU/plate) 
Mold 


Sample Description 


Results 

Bacteria CFU Mold CFU Total CFU 


Performed By: 
Reviewed By: 


Date: 

Date: 


Ameridose 
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Total CFU/ft a 


Confidential 


29_16_000402 


FDA P00095696 



TITLE: ENVIRONMENTAL MONITORING OF CLEAN ROOM AREAS 


SOP NUMBER: 3.030 


VERSION NUMBER: 3.0 


ATTACHMENT 11 -aBERS® N N BtUSWM 


Date of Sampling: 

Media Lot#: 

Room State: D At-Rest □ Operational 
30-35°C Incubator Serial #: 

20*25°C Incubator Serial #: 

Time Placed in 30-35°C: 

Time Placed in 20-25°C: 

Time Removed from 20~25°C: 


Sampler: 

Exp Date: 

Start Time: j End Time: 

Calibration Due Date: 

Calibration Due Date: 

Initials/Date: 

Initials/Date: 

Initials/Date: 


' -XU , 

v Cbmpounder Name 


Hood 


Results (CFU/plate) 
Bacteria, Mold Total 


Performed By: 
Reviewed By: 


Alert/Action 

□ai 

DAc 

□ai 

□Ac 

□ai 

□Ac 

□ai 

□ac 

□ai 

□Ac 

□ai 

□Ac 

□ai 

□Ac 

□ai 

□Ac 

□ai 

□Ac 

□ai 

DAc 

□ai 

□Ac 

□ai 

□ac 

□ai 

□Ac 

□ai 

□Ac 

□ai 

□Ac 

□ai 

□Ac 


Date: 

Date: 


TR# 
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TITLE: ENVIRONMENTAL MONITORING OF CLEAN ROOM AREAS 


o 

CO 

O' 

LU 

m 


o 

w 

LU 

> 


CO 

_l 

LU 

> 

LU 

-I 


O 

< 


& 

<o 

a 

3 

Ll 

O 


o 

2 

© 

Q. 


2 

ra 

a 


O 

€ 

w 


Action 

CO 

Al 

'esence 

mold 

N/A 


N/A 


N/A 



a 






* 

© 

CM 

' 



3 


s 

< 

Al 


z 


z 


z 



35 



to 


in 

c 

o 

CO 

o 

£ 

a 

8 1 
AS 

floors 

8 g 
-g § 

3 «= 

floors 

8 g 
"§ o 

*5 

o 

Al 

S 

3 'K 
u a 

, 

“ Q. 

« 

" a 

< 


c 

8 

£ 

>5- 

exce 

o 

Al 

>10- 

exce 

>20 

>20- 

exce 



a 





t: 

© 

< 


w 

8 

2 

o 

to 

o 

E 

§g 

2 

o 

O 

£ 

•E 

o 

o 

o 

o 

TO o 

o 

o 


Q. 

5= 

| 

Q> 

O 

3 *- 

tfi Q_ 

1 

s 

1 


tn 

c 

0) 

i 8 

O 

s 

>3 

8 

Al 

CO 

03 

>5 

ex 

Al 

to 

2 




cl 



CL 


— 01 


8 2 
TO O 

T= ° 

Z3 5= 

"a 

o| 
- g 

Al 


i 

8 

Al 


at 

LU 

-j 

< 

i 

r- 

H 

Z 

LU 

s 

x 

o 

5 

5 



C 

o 

’5 

T— 

o 

resence i 

mold 

to 

o 


. *o 
cm 


cm 

u; 

CM 

O 

CM 

T— 

to 

3 

LL 

< 

Al 

Al 


Al 


A! 

O 



0. 






O) 

<0 










0. 

V- 









| 

< 





O 


O 


| 

<U 

5 

CO 

I 

U3 

o 

d 


to 

CM 

d 

SI 

LO 

CM 

r— 

resence 

mold 

to 

CM 

CD 

1 

> 

< 

AJ 


Al 

to £ 

2 

Al 

Al 

i 






a 


0- 

O 

1 

1 


c 

o 

8 


O 

O 

o 


O 

o 

o 


8 

d 

| 

© 

n 

© 

o 

< 

Al 


o' 

Al 


8 

Al 


o 

CD 

T— 

Al 

1 

> 








i 

§ 

z 

* 

<0 

8 


8 

O 


O 

O 

o 


O 

O 

o_ 

o’ 

i 

i 


< 

Al 


to 

Al 


o 

in 

Al 


o 

to 

Al 

I 


s 


O' 

LU 

GO 


CL 

o 

CO 


© 

o 

£ 

c8 

o 


<ZJ 

0 

fi 

1 

o 

S ?-8 

o g 

<2x 


< 5=3 


O 

o 

(A 
</> 

© 

O 

o? 

c/> g 


FDA P00095698 


174756 29 16 000404 



TITLE: ENVIRONMENTAL MONITORING OF CLEAN ROOM AREAS 


111 

1 


•g M g I g I g I s I g I '5 M g I g 


«t3iio^oiio^t3^oiioiJoi(3 
^ ^ ^ ^ ^ ^ ^ ^ ^ ^ ^ ^ ^ 

□ □□□□□□□□□□□□□□□□□ 


FDA P00095699 


174756 29 16 000405 



SOP NEW/CHANGE REQUEST FORM 

(Page 1 of 2) 

Check one; □ New ^Change Change Request Log Number; 0^"^ 

SOP NumberfTitle: 5 Q ^ ^nvir ov\YV\€jf\VoA f A 

q *0- ~VV\e OAgr. ia vv> 


Version of SOP being changed: ^ ^ New Version: ^ O 

Description/Text of Change: (see attached Changed Document) 



(NVqvuL * 


Supporting Documentation: (mark one) 
^None Required C 


□ Attached -» reference (specify): . 


Requested Implementation Date: (mark one) 

□ Less than 30 Days , □ By Date: 

Annual SOP Review Requirements: (mark one) 


^Complete review was performed to satisfy the requirements of SOP review (see page 2). 
^Review limited to changes only, SOP review will need to be performed when scheduled. 


Check Training Requirements: (mark one) 


J&Read and Understand Memo □ Training Session Required 


Training Checklist: 


Jvlo Checklist is Required OR TC#_ 


has been reviewed and: 


□ No Changes are Required 

□ Checklist needs to be Written/Changes are 

Required -» TC change # 


Change Originator: 



Printed Name 



Signature 


Quality Control: 


Printed Name 


Signature 


SOP 1.010 


New England Compounding Center 


r%A 


Version 2.0 


Aftar.hmwnt 1 
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FDA P00095700 



SOP REVIEW FORM 

(Page 2 of 2) 


SOP Number/Title: 


Date Effective: 


Version: 


Last Reviewed: 


SOP REVIEW - PLEASE CHECK THE FOLLOWING AS THEY ARE PERFORMED: 


□ Ensure that the purpose, scope, responsibilities, definitions, and general information 
sections are still accurate and current. 

□ Ensure that the responsible functional area groups are consistent with current 
organizational structure. 

□ Check references to ensure that they still apply, that the titles have not changed, and that 
the references to documents within the text are correct. 

D Verify that al! materials, equipment, reagents, etc. called for in the procedure are still 
available and are being used. 

□ Ensure that the current practice is reflected accurately in the procedure section of the 
SOP. 

O Ensure that the procedure addresses what action to take if the task has unacceptable 
results. 

O Ensure that all documentation requirements and sto rage/arch iva I requirements are 
reflected in the SOP. 

□ Ensure that ali attachments continue to be accurate and reflect current practices, 


CHOOSE THE STATEMENT THAT APPLIES: 

I have reviewed the above mentioned procedure and: 

O No changes need to be implemented. 

O SOP New/Change Request Form is attached to update the procedure, Change Request 
Log Number CR 

□ SOP should be deactivated, Change Request Log Number CR 


SOP Review Performed By: 


Date: 


) 


SOP 1.010 


New England Compounding Center 
Attachment 1 
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TITLE: ENVIRONMENTAL MONITORING OF THE CLEAN ROOM FACILITY 

SOP NUMBER: 3.030 

VERSION NUMBER: 

4.0 

Sterile Laboratory 

First Effective Date 

03-28-06 

Originator: 

Previous effective Date 

11-30-07 

Reviewer: ft 

Current Effective Date 

o^--z£_a%- 


1.0 PURPOSE 

1 .1 The purpose of this procedure is to establish requirements for viable and non-viable 
environmental monitoring (EM) of the clean room facility. 


2.0 SCOPE 

2.1 This procedure applies to the New England Compounding Center clean room facility 
under conditions that meet or exceed state and federal guidelines as outlined by the 
United States Pharmacopeia <797>. 

2.2 This procedure must be followed to reduce the amount of particulate matter and airborne 
microbial contamination. 


3.0 RESPONSIBILITY 

3.1 The Pharmacist-in-charge shall supervise this procedure and document that all personnel 
responsible for EM of the clean room facility comply with this procedure. 

4.0 REFERENCES 

4.1 USP Current Version <797> “Pharmaceutical Compounding - Sterile Preparations” 

4.2 USP Current Version <1 1 16> “Microbiological Evaluation of Clean Rooms and Other 

Controlled Environments” 

4.3 ISO 14644-4 “Clean Rooms and Associated Controlled Environments", Part 4 

4.4 SOP 3.010 “Sterile Compounding Area Requirements” 

4.5 SOP 3.020 “Cleaning and Maintenance of the Clean Room Facility” 

4.6 SOP 9.090 “Required Garb for Clean Room Facility Access” 

5.0 DEFINITIONS 

5.1 CFU - Colony forming unit 

5.2 Viable Particle - A viable particle is a particle that contains one or more living 
microorganisms. 

5.3 Viable Air Sampler - Device used to sample microorganisms in the air. 

5.4 Non-Viable Air Sampling - Total particle count. Includes viable particles but does not test 
for presence of microorganisms. 

5.5 Surface Contact Plate - Agar plate used to sample surfaces for microorganisms by direct 
application. The agar contains neutralizers to inactivate residual disinfectants. 

5.6 ISO Classifications 

5.6.1 ISO Class 4 is equivalent to Class 10 (glove box, antechamber). 

5.6.2 ISO Class 6 is equivalent to Class 1 ,000 (main clean room). 

5.6.3 ISO Class 7 is equivalent to Class 1 0,000 (gown/crimp room). 

4.1.1 ISO Class 8 is equivalent to Class 100,000 (prep room). 



New England Compounding Center SOP 3.030 Version 4.0 
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TITLE: ENVIRONMENTAL MONITORING OF THE CLEAN ROOM FACILITY 
SOP NUMBER: 3.030 VERSION NUMBER: 4.0 


5.7 Alert Level -Signals a potential drift from normal operating conditions when normal levels 
of viable particulate in a controlled environment are exceeded; reaching alert level does 
not require investigation. (Attachment 6) 

5.8 Action Level - Signals a potential drift from normal operating conditions when normal 
levels of viable particulate in a controlled environment are exceeded; reaching action 
level requires an investigation and corresponding corrective action. (Attachment 6) 

6.0 FREQUENCY 

6.1 Personnel touch plates shall be sampled upon completion of sterile compounding and 

prior to cleaning. 

6.2 Surface sampling in the glove boxes and antechambers Class 10(iSO Class 4), Class 
1000 main clean room( ISO Class 6), Class10,000(ISQ Class 7) gown/crimp room, 
Class100,Q00(ISO Class 8)prep room, area shall be performed weekly, prior to 
cleaning. 

6.3 Sterility of 70% isopropyl alcohol (IPA) will be confirmed weekly. 

6.4 Viable air sampling shall be performed weekly. 

6.5 Non-Viable air sampling shall be performed at least every six months. 

6.6 The Pharmacist-in-charge or the Quality Control officer shall review EM data at least 
every six months to ensure no adverse trends exist. 

7.0 EQUIPMENT & SUPPLIES 

7.1 Contracted third party (if applicable) 

7.2 TSA contact plates containing lecithin and polysorbate 80 

7.3 Viable air sampler with sterilized impeller and shroud (Model # SAS180) 

7.4 Appropriate user manuals 

7.5 Sterile compounding garb 

8.0 GENERAL INFORMATION 

8.1 EM should flow from “clean” areas to “dirty” areas. 

9.0 PROCEDURE 


9.1 Upon receipt of commercially prepared TSA contact plates, retain the manufacturer’s 
Certificate of Analysis (CofA). Document receipt of the media on Receipt of Contact 
plates (Attachment 1). 

9.2 Verify that the (CofA) documents the manufacturer's testing of growth promotion. If 
documentation is not provided, quarantine the media and do not use until appropriate 
certification is received. 


9.2.1 Remove two plates from new lot of media received for positive and negative 
controls. 


9.2.2 Label one plate “Positive” and the other plate “Negative,” and write the date on 
each plate. 

9.2.3 Do not expose the agar surface of the “Negative” plate. Seal the contact plate 
with parafilm. 

9.2.4 For the “Positive” control expose the agar to air for 15 minutes. Seal the contact 
plate with parafilm. 

9.2.5 Incubate for 5 days at 30°C-35°C. Document on Attachment 1. 


New England Compounding Center SOP 3.030 Version 4.0 

Page 2 of 17 



174756 29 16 000409 


FDA P00095703 




TITLE: ENVIRONMENTAL MONITORING OF THE CLEAN ROOM FACILITY 


SOP NUMBER: 3.030 


VERSION NUMBER: 4.0 


9.2.6 If the positive control has no growth or the negative control has growth, the lot 
must be rejected. 

9.2.7 Place the completed Attachment 1, along with the (CofA) in a designated binder. 

9.2.8 Store all acceptable media according to the manufacturer's recommendation in a 
monitored refrigerator. (2°C - 8°C). 


9.3 Viable Air Sampling 

9.3. 1 Set up the air sampler according to the manufacturer’s instructions. 

9.3.2 Sanitize the exterior of the air sampler prior to use with a low-lint wipe, saturated 
with sterile 70% I PA. 


9.3.3 

9.3.4 

Sample Time 

5.5 Minutes 


If the sampler is being moved from a dirty to clean location during sampling, 
repeat exterior sanitization. 

Make sure the air sampler is programmed with the following parameters; 

Air Volume/Minute Total Air Volume 

180 Liters 1000 liters (35ft 3 ) 


9.3.5 Don all appropriate clean room garb and gloves as per SOP 9.090, “Required 

Garb for Clean Room Facility Access.” Be sure to periodically sanitize gloves 

with sterile 70% IPA while sampling. 

9.3.6 Document all data on the appropriate Attachments. 

9.3.7 Obtain the appropriate quantity of media from storage. 

9. 3. 7.1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

9. 3.7. 2 Verify media is within expiration date and record media lot number and 
expiration date on Attachment 4. 

9. 3. 7. 3 Aseptically remove an agar contact plate from its package. Make sure 
that the contact plate covers remains on. 

9. 3. 7.4 Aseptically remove the outer protective cap from the sampler and 
unscrew the aspirating head. 

9. 3. 7.5 Secure the plate between the metal prongs. Once secure, remove the 
contact plate cover and immediately replace the aspirating head and 
screw on tightly. 

NOTE: Do not touch the agar surface (tf agar is touched , discard the contact piate). 


9.3.8 Place the air sampler in the desired location at cart or bench top height. Orient 
the air sampler in a vertical position facing the ceiling and turn on. 

Do not place arms over sampler while in operation. 

9. 3. 8.1 The air sampler will automatically turn off at the conclusion of the 
sampling period. 

9. 3.8.2 Aseptically remove the contact plate from the sampler. Replace the lid 
of the contact plate. 

9. 3. 8.2.1 Inspect the contact plate to ensure the impingement marks 
are present 

9. 3. 8. 2. 2 If impingement marks are not present, the sample is invalid 
and shall be repeated with a new contact plate, 

9. 3. 8.3 Seal the contact plate with parafilm. 
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9. 3.8.4 Record the site location on the base of the base of the plate, initial and 
date. Do not record any information on the cover plate. 

9. 3.8.5 Invert the samples and incubate for as follows. 

9. 3.8.6 5 days at 30-35 °C. 

NOTE: If 5 th day of incubation falls on a non-business day, then the plates shall 
be incubated at that temperature for the remainder of the 7 days. Do not exceed 

7 days of incubation. 

NOTE: Samples may be shipped to a contract tab for incubation and analysis. 

9.4 Non-Viable Air Sampling 

9.4.1 Non-viable air sampling shall be performed every 6 months along with 
Room/Hood Certification. 

9.4.2 Sampling shall be performed by an approved vendor using calibrated equipment. 

9.4.3 File all completed documents in the designated binder. 

9.5 Surface Sampling 

9.5.1 Document all data on the appropriate Attachments. 

9.5.2 Surface sampling in the glove boxes and antechambers - Class 10 (ISO 4), Class 
1000 (ISO 6)main clean room, Class 10,000 (ISO 7)gown/crimp room, Class 
100,000 (ISO 8) prep room area shall be performed weekly, prior to cleaning 

9.5.3 Obtain the appropriate quantity of contact plates from storage. 

9.5.3. 1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

9. 5.3.2 Verify media is within expiration date and record media lot number and 
expiration date on appropriate Attachment. 

9.5.4 Don all appropriate clean room garb and gloves as per SOP 9.090, "Required 
Garb for Clean Room Facility Access”. Be sure to periodically sanitize gloves 
with sterile 70% IPA while sampling. 

9.5.5 Sampling technique: 

9.5.5. 1 Aseptically remove the contact plate cover and hold the contact plate 
face down. Gently touch the agar to the desired surface and roll the 
plate slightly to ensure complete contact with the surface for 10 
seconds. 

9. 5.5.2 Replace the cover and seal the plate with parafilm. 

9.5.5. 3 Record the site location on the base of the plate. Do not record any 
information on the cover of the plate. 

9.5. 5.4 Clean the sample site with sterile 70% IPA before proceeding to the 
next site. 

9.5.6 Incubate for 5 days 30°C-35°C. 

9.5.7 Record surface sampling results on Attachment 2, and file all completed 
documents in the EM binder. 

9.6 Confirm the Sterility of 70% IPA 

9.6.1 Refer to the appropriate Attachment for Surface Sampling Log 


New England Compounding Center SOP 3.030 Version 4 

Page 4 of 17 

174756 29 16 000411 



FDA P00095705 




TITLE: ENVIRONMENTAL MONITORING OF THE CLEAN ROOM FACILITY 
SOP NUMBER: 3.030 VERSION NUMBER: 4.0 


9.6.2 Obtain two contact plates from storage and test two random sterile 70% IPA 
bottles. 

9.6.2. 1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

9. 6. 2. 2 Verify media is within expiration date, and record media lot number 
and expiration date on Attachment 2. 

9.6.3 Aseptically remove the contact plate cover. 

NOTE: Do not touch the agar surface (If agar is touched , discard the contact plate). 

9.6.4 Spray the surface of the agar with the sterile 70% IPA designated for use in the 
clean room. 

9.6.5 Replace the cover and seal the plate with parafilm. 

9.6.6 Label the base of the plate with “IPA” and the IPA lot number/expiration date. Do 
not record any information on the cover of the plate. 

9.6.7 Incubate for 5 days at 30°C-35°C. 

9.6.8 Record results on Attachment 2, and file all completed documents in the EM 
binder. 

9.7 Personnel Monitoring 

9.7.1 Refer to the Clean Room Facility Personnel Touch Plate Log (Attachment 5). 

9.7.2 Obtain the appropriate quantity of contact plates from storage. 

9.7.2. 1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

9. 7.2.2 Verify media is within expiration date. 

9.7.2. 3 Label the base of the contact plate with the date, the 
pharmacist/technician initials, the hand sampled and what product is 
being compounded. 

9. 7.2. 4 After sterile compounding is completed for the day, and prior to 
cleaning, touch each gloved finger of the dominant hand to the agar 
surface, making certain not to re-touch areas. 

9.7.3 Replace the cover and seal the plate with parafilm. 

9.7.4 Incubate for 5 days at 30°C-35°C. 

9.7.5 Record personnel monitoring results on Attachment 5 and file all completed 
documents in the EM binder. 

9.8 The Pharmacist-in-charge or the Quality Control Officer shall review EM data at least 
every six months to ensure no adverse trends exist. 

9.9 Alert and Action Limits 

9.9.1 Air Sampling (Viable) 

9.9.2 Calculate the level of viable airborne particulates as CFU per cubic foot. The 
volume of air sampled in the Class 10 (ISO 4) area will be 284 liters (10 cubic 
feet) and ail other locations will be 142 liters (5 cubic feet). 

9.9.2. 1 The alert/action limits for air sampling should be derived from historical 
data. * Until historical data can be determined, follow the 
guidelines provided by the USP Proposed L vels for Air and 
Surface Monitoring (Attachment 6). 
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9.9.3 Surface and Personnel Monitoring 

9.9.3.1 Calculate the level of surface and personnel particles as CFU per 
contact plate. 

9. 9.3.2 The alert/action limits for surface and personnel monitoring should be 
derived from historical data. * Until historical data can be 
determined, follow the guidelines provided by the USP Proposed 
Levels for Air and Surface Monitoring (Attachment 6). 

9.10 Investigation and Corrective Actions 

9 10 1 There will be no alert/action levels until historical data can be collected to 
set appropriate levels. Data should be collected for a minimum of one 
month prior to setting limits. After one year the levels should be re- 
evaluated to take into account seasonal changes. 

9.10.2 If an alert level is exceeded, corrective action may not be required, but records 
should demonstrate that a spike in normal levels was recognized. 

9.10.3 If alert levels are consistently exceeding the limits (three consecutive samplings), 
the Pharmacist-in-charge or Quality Control Officer must be notified and 
investigation and corrective action should occur. This may include, but is not 
limited to, the following actions: 

9.10.3. 1 Review of sanitation procedures 

9.10.3.2 Review of sampling technique 

9.10.3.3 Review of clean room personnel 

9.10.3.4 Inspection of sampling media 

9.10.4 If an excursion occurs above an action level, the Pharmacist-in-charge or Quality 
Control Officer must be notified and investigation and corrective action should 
occur. This may include, but is not limited to, the following actions: 

9. 1 0.4. 1 Identification of microbial isolates to determine origin 

9.10.4.2 Review of pressure differential information 

9.10.4.3 Review of HEPA and clean room certification 

9.10.4.4 Review of Logs of Use, Maintenance and Cleaning (LUMACs) 

9.10.5 After the corrective action is taken, the area should be re-sampled three 
consecutive times. If all samples are within limits, approve the corrective action. 
If any sample fails, additional investigation is required. 

9.11 Non-Routine Samples 


9.11.1 Non-routine samples that are not listed on the Viable and Surface Sampling 
Forms may be taken at a desired location. 

9.11.2 Take the sample according to the appropriate air or surface sampling procedure 
above. 

9.1 1 .3 Document the sample location, sampling (air/surface), and results on Attachment 3. 

9.11.4 Non-routine samples are investigational and shall not be compared to alert/action 
values. Do not generate an alert or action as described in 9.10 for non-routine 
samples. 


9.12 Reporting Results 
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9.12.1 Remove samples from the incubator. Record stop times on the appropriate 
attachment. 

9.12.2 Count all colonies on the plate and document results for each category below. 

• Bacteria 

• Mold (Count or indicate presence) 

• Total Counts of Bacteria and Mold combined 
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TITLE: ENVIRONMENTAL MONITORING OF THE CLEAN ROOM FACILITY 
SOP NUMBER: 3.030 VERSION NUMBER: 4.0 

LEVELS FOR AIR AND SURFACE MONITORING - ATTACHMENT 6 

Note: ** Alert/Action Levels are to be determined after historical data Is collected ** 


Levels for Air Sampling 


Classifications 

Alert Level 

Action Level 

ISO 4 {Class 1 0) 

Glove box, Antechambers 

1 CFU 

2+ CFU 

ISO 6 (Class 1,000) 

Main Clean Room 

2 CFU 

3+ CFU 

ISO 7( Class 10,000) 

Gown room, Crimp Room 

5 CFU 

8+ CFU 

ISO Class 8 (Class 100,000) 

Prep Room 

8 CFU 

10+ CFU 


Levels for Surface Sampling 


Classifications 



Alert Level 

Action Level 

ISO 4 (Class 10) 

Glove box, Antechambers 



1 CFU 

2+ CFU 

ISO 6 (Class 1 000) 

Main Clean Room 



3 CFU 

5+ CFU 

ISO 7( Class 10,000) 

Gown room, Crimp Room 



5 CFU 

7+ CFU 

ISO Class 3 (Class 100,000) 

Prep Room 



8 CFU 

10+CFU 
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TITLE: ENVIRONMENTAL MONITORING OF THE CLEAN ROOM FACILITY 


SOP NUMBER: 3.030 


Sterile Laboratory 


Originator: 

Reviewer: 


Ml — 


VERSION NUMBER: 3.0 


First Effective Date 
Previous effective Date 
Current Effective Date 


03- 28-06 

04- 06-06 


1.0 PURPOSE 

1.1 The purpose of this procedure is to establish requirements for viable environmental 
monitoring (EM) of the clean room facility. 

2.0 SCOPE 

2.1 This procedure applies to the New England Compounding Center clean room facility 
under conditions that meet or exceed state and federal guidelines as outlined by the 
United States Pharmacopeia <797>. 

2.2 This procedure must be followed to reduce the amount of particulate matter and airborne 
microbial contamination. 

3.0 RESPONSIBILITY 

3.1 The Pharmacist-in-eharge shall supervise this procedure and document that all personnel 
responsible for EM of the clean room facility comply with this procedure. 

4.0 REFERENCES 

4.1 USP Current Version <797> “Pharmaceutical Compounding - Sterile Preparations” 

4.2 USP Current Version <1 116> “Microbiological Evaluation of Clean Rooms and Other 

Controlled Environments” 

4.3 ISO 14644-4 “Clean Rooms and Associated Controlled Environments, Part 4 

4.4 SOP 3.010 “Sterile Compounding Area Requirements” 

4.5 SOP 3.020 “Cleaning and Maintenance of the Clean Room Facility” 

4.6 SOP 9.090 “Required Garb for Clean Room Facility Access" 

5.0 DEFINITIONS 

5.1 CFU - Colony forming unit 

5.2 Viable Air Sampler - Device used to provide quantitative analysis of viable airborne 

particles 

5.3 Surface Contact Plate - Device of known surface area providing a convex surface to 
remove viable particles from a flat work surface 

5.4 ISO Classifications 

5.4.1 ISO Class 4 is equivalent to Class 10(Glove box, antechamber). 

5.4.2 ISO Class 7 is equivalent to Class 10,000(Clean room). 

5.4.3 ISO Class 8 is equivalent to Class 1 00 ,000( Anteroom). 
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5.5 Alert Level - Signals a potential drift from normal operating conditions when normal 
levels of viable particulate in a controlled environment are exceeded; reaching alert level 
does not require investigation. (See Attachment 7) 

5.6 Action Level - Signals a potential drift from normal operating conditions when normal 
levels of viable particulate in a controlled environment are exceeded; reaching action 
level requires an investigation and corresponding corrective action. (See Attachment 7) 

6.0 FREQUENCY 

6.1 Personnel touch plates shall be sampled once per person daily upon completion of sterile 
compounding and prior to cleaning. 

6.2 Surface sampling in the glove boxes and antechambers Class10(ISO Class 4} clean 
room Classic, 000(ISO Class 7) and anteroom Class100,000(ISO Class 8) area shall be 
performed weekly, prior to cleaning. 

6.3 Sterility of 70% isopropyl alcohol (IPA) will be confirmed weekly. 

6.4 Viable air sampling shall be performed weekly. 

6.5 The Pharmacist-in-charge or the Quality Control Officer shall review EM data at least 
every six months to ensure no adverse trends exist. 

7.0 EQUIPMENT & SUPPLIES 

7.1 Contracted third party (if applicable) 

7.2 TSA contact plates containing lecithin and polysorbate 80 

7.3 Viable air sampler with sterilized impeller and shroud (Model # SAS180) 

7.4 Appropriate user manuals 

7.5 Sterile compounding garb 

8.0 GENERAL INFORMATION 

8.1 EM should flow from “clean” areas to “dirty” areas. 

9.0 PROCEDURE 

9.1 Upon receipt of commercially prepared TSA contact plates, retain the manufacturer’s 
certificate of analysis. Document receipt of the media on Receipt of Contact plates 
(Attachment 1). 

9.2 Verify that the certificate of analysis documents the manufacturer’s testing of growth 
promotion. If documentation is not provided, quarantine the media and do not use until 
appropriate certification is received. 


1 • 9.2.1 

! 

Remove two plates from new lot of media received for positive and negative 
controls. 

9.2.2 

Label one plate “Positive” and the other plate “Negative,” and write the date on 
each plate. 

| 9.2.3 

Do not expose the agar surface of the “Negative" plate. Seal the contact plate 
with parafilm. 

9.2.4 

For the “Positive” control expose the agar to air for 15 minutes. Seal the contact 
plate with parafilm. 

9.2.5 

Incubate the positive/negative control for 72-84 hours at 20°C-25°C or room 
temperature, and then incubate for an additional 48-72 hours at 30°C-35°C. /J \ 
document on Attachment 1. \ 

j 
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9.2.6 If the positive control has no growth or the negative control has growth, the lot 
must be rejected. 

9.2.7 Place the completed Attachment 1, along with the certificate of analysis, in a 
designated binder. 

9.2.8 Store all acceptable media according to the manufacturer’s recommendation 
(usually 2°C-8°C) in a monitored refrigerator. 

9.3 Viable Air Sampling 

9.3.1 Refer to the appropriate Clean Room Facility Air Sampling Log (Attachments 2 
and 3). 

9.3.2 Verify that the air sampler is within calibration and document the 
manufacturer/model, serial number, and calibration due date on Attachments 2 
and 3. 

9.3.3 Sanitize the air sampler exterior prior to entry into the clean room facility. 

9.3.4 Don all appropriate clean room garb and gloves as per SOP 9.090, “Required 
Garb for Clean Room Facility Access,” Be sure to periodically sanitize gloves 
with sterile 70% IPA while sampling. 

9.3.5 Obtain the appropriate quantity of media from storage. 

9.3.5. 1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

9.3. 5.2 Verify media is within expiration date and record media lot number and 
expiration date on Attachments 2 and 3. 

9. 3. 5.3 Aseptically remove an agar contact plate from its package. Do not 
touch the agar surface (If agar is touched, discard the contact plate 
and begin again). 

9. 3.5.4 Aseptically remove the cap from the sampler and secure the plate 
between the metal prongs 

9.3.6 Set up the air sampler according to the manufacturer’s instructions. The volume 
of air sampled in the Class 10(ISO Class 4) area will be 284 liters(10 cubic feet) 
and all other locations will be 142 liters(5 cubic feet). 

9.3.6. 1 Place the viable air sampler in the desired location and turn on. Begin in 
the Class 10(ISO Class 4) glove box, followed by the Class 10,000(ISO 
Class 7) clean room, then the Class 100,000(ISO Class 8) anteroom. , 

Do not place arms over sampler while in operation. 

9. 3.6.2 The air sampler will automatically turn off at the conclusion of the 
sampling period. 

9. 3.6.3 Aseptically remove the contact plate from the sampler. Replace the lid 
of the contact plate. 

9. 3.6.4 Seal the contact plate with Para film. 

9.3.7 Incubate all exposed samples for 72-84 hours at 20°C-25°C or room 
temperature, and then incubate for an additional 48-72 hours at 30°C-35°C. 

9.3.8 Record viable air sampling results on Attachments 2 and 3, and file all completed 
documents in the EM binder. 

9.4 Surface Sampling 
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9.4.1 Refer to the appropriate Clean Room Facility Surface Sampling Log 
(Attachments 4 and 5), 

9.4.2 Surface sampling in the glove boxes and antechambers Class 10 (ISO Class 4), 
clean room Class 10,000 (ISO Class 7) and anteroom Class 100,000 (ISO Class 
8) area shall be performed weekly, prior to cleaning 

9.4.3 Obtain the appropriate quantity of contact plates from storage. 

9.4.3. 1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

9.4. 3.2 Verify media is within expiration date and record media lot number and 
expiration date on Attachments 4 and 5. 

9.4.4 Don all appropriate clean room garb and gloves as per SOP 9.090, “Required 
Garb for Clean Room Facility Access”. Be sure to periodically sanitize gloves 
with sterile 70% I PA while sampling. 

9.4.5 Sampling technique: 

9.4.5. 1 Aseptically remove the contact plate cover and hold the contact plate 
face down. Gently touch the agar to the desired surface and roll the 
plate slightly to ensure complete contact with the surface for 10 
seconds. 

9. 4. 5.2 Replace the cover and seal the plate with parafilm. 

9.4. 5.3 Record the site location on the base of the plate. Do not record any 
information on the cover of the plate. 

9. 4. 5.4 Clean the sample site with sterile 70% IPA before proceeding to the 
next site. 

9.4.6 Incubate all exposed samples for 72-84 hours at 20°C-25°C or room 
temperature, and then incubate for an additional 48-72 hours at 30°C-35°C. 

9.4.7 Record surface sampling results on Attachments 4 and 5, and file all completed 
documents in the EM binder. 

9.5 Confirm the Sterility of 70% IPA 

9.5.1 Refer to the appropriate Clean Room Facility Surface Sampling Log 
(Attachments 4 and 5). 

9.5.2 Obtain two contact plates from storage and test two random sterile70% IPA 
bottles. 

9.5.2. 1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

9. 5.2.2 Verify media is within expiration date, and record media lot number 
and expiration date on Attachments 4 and 5. 

9.5.3 Aseptically remove the contact plate cover. Do not touch the agar surface (If 
agar is touched, discard the plate and begin again). 

9.5.4 Spray the surface of the agar with the sterile 70% IPA designated for use in the 
clean room. 

9.5.5 Replace the cover and seal the plate with parafilm. 

9.5.6 Label the base of the plate with "IPA” and the IPA lot number/expiration date. Do 
not record any information on the cover of the plate. 
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9.5.7 Incubate all exposed samples for 72-84 hours at 20°C-25°C or room 
temperature, and then incubate for an additional 48-72 hours at 30°C-35°C. 

9.5.8 Record results on Attachments 4 and 5, and file all completed documents in the 
EM binder. 

9.6 Personnel Monitoring 

9.6. 1 Refer to the Clean Room Facility Personnel Touch Plate Log (Attachment 6). 

9.6.2 Obtain the appropriate quantity of contact plates from storage. 

9.6.2. 1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

9.6.2. 2 Verify media is within expiration date. 

9.6 2.3 Label the base of the contact plate with the date, the 
pharmacist/technician initials and the hand sampled. 

9.6.2. 4 After sterile compounding is completed for the day, and prior to 

cleaning, touch each gloved finger of the dominant hand to the agar 
surface, making certain not to re-touch areas. 

9.6.3 Replace the cover and seal the plate with parafilm, 

9.6.4 Incubate all exposed samples for 72-84 hours at 20°C-25°C or room 
temperature, and then incubate for an additional 48-72 hours at 30°C-35°C. 

9.6.5 Record personnel monitoring results on Attachment 6 and file all completed 
documents in the EM binder. 

9.7 The Pharmacist-in-charge or the Quality Control Officer shall review EM data at least 
every six months to ensure no adverse trends exist. 

9.8 Alert and Action Limits 

9.8. 1 Air Sampling (Viable) 

9.8.2 Calculate the level of viable airborne particulates as CFU per cubic foot. The 
volume of air sampled in the Class 1 0 (ISO Class 4) area will be 284 liters (1 0 
cubic feet) and all other locations will be 142 liters (5 cubic feet). 

9.8.2. 1 The alert/action limits for air sampling should be derived from historical 
data. * Until historical data can be determined, follow the 
guidelines provided by the USP Proposed Levels for Air and 
Surface Monitoring (Attachment 7). 

9.8.3 Surface and Personnel Monitoring 

9.8.3. 1 Calculate the level of surface and personnel particles as CFU per 
contact plate. 

9.8. 3. 2 The alert/action limits for surface and personnel monitoring should be 
derived from historical data. * Until historical data can be 
determined, follow the guidelines provided by the USP Proposed 
Levels for Air and Surface Monitoring (Attachment 7). 

9.9 Investigation and Corrective Actions 

9.9.1 There wifi be no alert/action levels until historical data can be collected to 
set appropriate levels. Data should be collected for a minimum of one 
month prior to setting limits. After one year the levels should be re- 
evaluated to take into account seasonal changes. 
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9.9.2 If an alert level is exceeded, corrective action may not be required, but records 
should demonstrate that a spike in normal levels was recognized. 

9.9.3 If alert levels are consistently exceeding the limits (three consecutive samplings), 
the Pharmacist-in-charge or Quality Control Officer must be notified and 
investigation and corrective action should occur. This may include, but is not 
limited to, the following actions: 

9.9.3. 1 Review of sanitation procedures 

9.9.3. 2 Review of sampling technique 

9.9.3. 3 Review of clean room personnel 

9.9. 3.4 Inspection of sampling media 

9.9.4 If an excursion occurs above an action level, the Pharmacist-in-charge or Quality 
Control Officer must be notified and investigation and corrective action should 
occur. This may include, but is not limited to, the following actions: 

9.9.4. 1 Identification of microbial isolates to determine origin 

9.9.4.2 Review of pressure differential information 

9.9.4. 3 Review of HEPA and clean room certification 

9.9.4. 4 Review of Logs of Use, Maintenance and Cleaning (LUMACs) 

9.9.5 After the corrective action is taken, the area should be re-sampled three 
consecutive times. If all samples are within limits, approve the corrective action. 
If any sample fails, additional investigation is required. 

10.0 ATTACHMENTS 

10.1 Attachment 1 - Receipt of Contact Plates 

10.2 Attachment 2 - Clean Room 1 Air Sampling Log 

10.3 Attachment 3 -Clean Room 2 Air Sampling Log 

10.4 Attachment 4 - Clean Room 1 Surface Sampling Log 

10.5 Attachment 5 - Clean Room 2 Surface Sampling Log 

10.4 Attachment 6 - Clean Room Facility Personnel Touch Plate Log 

1 0.5 Attachment 7 - USP Proposed Levels for Air and Surface Monitoring 
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11.0 HISTORY 


_ .Version 
. Number 

Date Effective 

Description of Change 

Change Request 
Number 

1.0 

03-08-06 

New SOP 

CR06012 

2.0 

04/06/06 

Updated section 9.3 and attachment 1 to include 
positive/negative controls. Updated sample 
identification labels and schematic maps on 
attachments 2, 3, 4 and 5. 

CR06053 

3.0 

U--b0' 0"? 

Taking out TSA Strips, non-viable samples, fixing iso/ 
classes not correct 

CR07018 


SOP 3,030 


New England Compounding Center 
Page 7 of 14 



Version 3.0 


174756 29 16 000432 


FDA P00095726 





3 

</> 

Q. 

§ 

rs 

<D 

'5* 


1 

aT 

a. 

3 

aT 

Q. 

§ 

T3 

<D 

'<V 

Q. 

! 

ts 

<D 

a? 

Q. 

T5 

a> 

'a? 

a> 

< 

a: 


tr 

< 

cc 

< 

a: 

< 

Od 

< 

Cd 


D 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

n 

a> — 


| 


% 


-C 


JC 

? 


f 


J c 

1 

■2 2 
g, c 

*3 

e 

o 

<5 

o 

z 

-C 

i 

o 

1 

o 

O 

z 

1 

o 

2 

CD 

o 

z 

-C 

I 

CD 

2 

CD 

o 

z 

1 

5 

2 

CD 

o 

Z 

2 

CD 

2 

CD 

o 

z 

z ° 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

Positive 

Control 

2 

O 

1 

o 

0 

z 

x: 

1 

o 

o 

z 

2 

O 

x: 

1 

CD 

o 

z 

-C 

O 

-C 

I 

o 

o 

z 

J c 

1 

o 

6 

o 

Z 

1 

<D 

r 

6 

o 

z 


□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 



</) 

2 

Q. 

E 

a> 

£ 

* 

CO 

a. 

E 

3- 

E 

a 

So 

CO 

V LX 

E 

a) 

£ 

8 

E 

£ 

E 

g 

<? 

E 

■■-Si 

E 

y 

in 

CO 

£ 

ao 

E 


c 

o 

a 

O 

2 

o 

t 

o 

e 

O 

6 

o 

CO 

1 

O 

6 

e> 

O 

CO 

o 

o 

O 

i 

§ 

O 

6 

o 

O 

CO 

o 

2 

y 

6 

b 

CO 


ib 

CM 


So 

CM 


uo 

CM 


to 

CM 


So 

<V 


m 

CM 



6 

o 

CM 


6 

o 

O 

CM 


O 

b 

CM 


£ 


o 

a 

O 

CM 


O 

b 

CM 



E I 

o 8 

T3 5 

C < 


FDA P00095727 



CLEAN ROOM 1 AIR SAMPLING LOG 


Autoclave 

Bench 

1 Door 1 

Refrigerator 

Bench 



I Shelf 


1 | 


Otave Bor 

1GB1A 


1AR3A 


Sample 

Location 

1GB1A 

ISO Class 4 Glove Box 

1GB2A 

ISO Class 4 Glove Box 

1AR1A 

ISO Class 7 Clean Room 

1AR2A 

ISO Class 7 Clean Room 

1AR3A 

ISO Class 7C!ean Room 


VIABLE SAMPLES 

Incubation Dates Results 

20°C-25°C (room temperature) 30°C-35°C <incubate) (CFU) 


Alert 1 CFU (iSO Class 4 Glove Box) Action 2+ CFU (ISO Class 4 Glove Box) 

1-4 CFU (iSO Class 7 Clean Room) 5+ CFU (ISO Class 7 Clean Room) 

Viable Air Sampler 

Mfg. /Model: 

Serial #: Calibration Due: 

Media Lot#/Expiration Date: 

Comments: 


Performed By: 
Reviewed By: 


SOP 3.030 


Date: 

Date: 
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CLEAN ROOM 2 AIR SAMPLING LOG 


2AR4A 

I She« j 
Bench r -1 

2AR1Al Sfe * 


2AR3A 


2AR2A 


2GB1A 


2GB2A 


Controlled 

Substance 

Horace 


Sample 

-A' 

Location 

2GB1A 

ISO Class 4 Glove Box 

2GB2A 

ISO Class 4 Glove Box 

2AR1A 

ISO Class 7 Room 

2AR2A 

ISO Class 7 Room 

2AR3A 

ISO Class 7 Room 

2AR4A 

ISO Class 8 Room 


VIABLE SAMPLES 
Incubation Dates 

20°C-25 6 C (room temperature) 30°C-35°C (incubate) 


Results (CFU) 


Alert 1 CFU (ISO Class 4 Glove Box, Antechamber) Action 2+ CFU (iSO Class 4 Glove Box, Antechamber) 
1 -2 CFU (ISO Class 7 Clean Room) 3+ CFU (ISO Class 7 Clean Room) 

Viable Air Sampler 

Mfg./Model: 

Serial #: Calibration Due: 

Media Lot #/Expiration Date: 

Comments: 

Performed By: Date: 

Reviewed By: Date: 
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CLEAN ROOM 1 SURFACE SAMPLING LOG 



Sample 

Location 

Incubation Dates 

20°C-25°C (room temperature) 30°C-35°C (incubate) 

Results (CFU) 

igbis 

ISO Ciass 4 Glove Box 




1GB2S 

ISO Class 4 Glove Box 




1AC1S 

ISO Class 7 
Antechamber 




1AC2S 

ISO Class 7 
Antechamber 




1AC3S 

ISO Class 7 
Antechamber 




1AR1S 

ISO Class 7 Room 




1AR2S 

ISO Class 7 Room 




1AR3S 

ISO Class 7 Room 




1IPA1 

Sterile 70% IPA 




1IPA2 

Sterile 70% IPA 





Alert 1 CFU (iso Class 4 Glove Box, Antechamber) Action 2+ CFU (lSO Class 4 Glove Box, Antechamber) 
1-4CFU (lSO Class 7 Clean Room) 5+ CFU (ISO Class 7 Clean Room) 


Media Lot#/Expiration Date: 
Comments: 


Performed By: 
Reviewed By: _ 

SOP 3.030 


New England Compounding Center 

Attachment 4 


Date: 

Date: 
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CLEAN ROOM 2 SURFACE SAMPLING LOG 


2AR4S 


Awtoclovo 


I Bench 

2AR1S 


{ Sink ^ |L 


Refrigerator 


Antechamber 

2AC2S 

Glove Box 


2GB1S 


Bench 

2AR2S 


Antechamber 

2AC1S 


Controlled 
Sue stance 
Storage 


Bench 


2AR3S 


Antechamber 

2AC4S 

Glove Box 

2GB2S 


Antechamber 

2AC3S 


• Sampje Location 20 0 C-25°C (room\emperature) Da 30 , C-35<>C (incubate) Results (CFU) j 

2GB1 S ISO Class 4 Glove Box 


2GB2S ISO Class 4 Glove Box 


2AC1S 


ISO Class 7 
Antechamber 


2AC2S 

2AC3S 


ISO Class 7 
Antechamber 

ISO Class 7 
Antechamber 


2AC4S 


ISO Class 7 
Antechamber 


2AR1S ISO Class 7 Room 


2AR2S ISO Class 7 Room 


2AR3S 

2AR4S 

2IPA1 


ISO Class 7 Room 

ISO Class 8 Room 
(Shelf) 

Sterile 70% IPA 


2IPA2 Sterile 70% IPA 

Alert 1 CFU (iso Class 4 Glove Box, Antechamber) Action 2+ CFU (iSO Class 4 Glove Box, Antechamber) 
1 -3 CFU (ISO Class 7 Clean Room) 4+ CFU (ISO Class 7 Clean Room) 

Media Lot #/Expiration Date: 

Comments: 

Performed By: Date: 


Reviewed By: 


SOP 3.030 


Date: 


New England Compounding Center 
Attachment 5 


Version 3J 
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CLEAN ROOM FACILITY PERSONNEL TOUCH PLATE LOG 
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LEVELS FOR AIR AND SURFACE MONITORING 


Note: Alert/Action Levels are to be determined after historical data is collected. 

Levels for Air Sampling 


Classifications 


Critical Areas 
Class 10 ISO Class 4) 
(glove box, antechamber) 

Non-Critical Areas 

Class 10,000 
(ISO Class 7) 

(clean room) 

Support Areas 

Class 100,000 
(ISO Class 8) 
(anteroom) 


Alert Level 

CR1/CR2 1 CFU 

CR1 1-4 CFU 
CR2 1-2 CFU 

CR2 1-3N/A 


Action Level 

CR1/CR2 2+ CFU 

CR1 5+ CFU 
CR2 3+ CFU 

CR2 4+CFU 


Levels for Surface Sampling 


Classifications 


Alert Level 


Action Level 


Critical Areas 
Class 10 (ISO Class 4) 
(glove box, antechamber) 

Non-Critical Areas 

Class 10,000 
(ISO Class 7) 

(clean room) 

Support Areas 
Class 100,000 
(ISO Class 8)) 
(anteroom) 


CRKCR2 1CFU 

CR1 1-4CFU CR2 1-3CFU 

CR2 1-3CFU 


2+ CFU 

5+ CFU 
4+CFU 

4+CFU 


SOP 3.030 


New England Compounding Center 
Attachment 7 
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TITLE: ENVIRONMENTAL MONITORING OF THE CLEAN ROOM FACILITY ^ 

x b 

SOP NUMBER: 3.030 VERSION NUMBER: ^0 ' 

Authorized By: Date: De P t: LA 6 


Written By: Anne Avezzanlp 
Reviewed By: 

Date Effective: 


Date: 03-28-06 
Date: 


1.0 


2.0 


3.0 


4.0 


CA ovOfc-ob 


PURPOSE 

1.1 The purpose of this procedure is to establish requirements for non-viable and viable 
environmental monitoring (EM) of the clean room facility. 

SCOPE 

2.1 This procedure applies to the New England Compounding Center clean room facility 
under conditions that meet or exceed state and federal guidelines as outlined by the 
United States Pharmacopeia <797> 

2.2 This procedure must be followed to reduce the amount of particulate matter and airborne 
microbial contamination. 


RESPONSIBILITY 

3.1 The Pharmacist-in-charge shall supervise this procedure and document that all personnel 
responsible for EM of the clean room facility comply with this procedure. 

REFERENCES 

4.1 USP Current Version <797> “Pharmaceutical Compounding - Sterile Preparations” 

4.2 USP Current Version <1116> “Microbiological Evaluation of Clean Rooms and Other 
Controlled Environments” 

4.3 ISO 14644-4 “Clean Rooms and Associated Controlled Environments, Part 4" 

4.4 £OP 1 .030 " Deviations — 0QS1’ 

4.5 SOP 3.010 “Sterile Compounding Area Requirements” 

4.6 SOP 3.020 “Cleaning and Maintenance of the Clean Room Facility” 

4.7 SOP 9.090 “Required Garb for Clean Room Facility Access” 

5.0 DEFINITIONS 

5.1 CFU - Colony forming unit 

Non-Viable Air Sampler - Device used to provide quantitative analysis of all airborne 


5.2 


particles >0.5|im in diameter 

5.3 Viable Air Sampler - Device used to provide quantitative analysis of viable airborne 
vi ab le* 

5.4 Surface Contact Plate - Device of known surface area providing a convex surface to 
remove viable particles from a flat work surface 

5.5 ISO Classifications, 

5.5.1 


,/ 


\o 


£.5.2 

5.5.3 

5.5.4 


t 

ISO Cias^SKPequivafent to Class4©& G> (ovt 
ISO Class b Is equivalent to Gl3GS-1.,flnn ^ 

ISO Class 7 is equivalent to Class 1*0,000. ^ORIGINAL 

ISO Class 8 is equivalent to Class 100,000. f\ vv V<v' 75 V-vv> 1 


CQ <04~ooM?k 
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TITLE: ENVIRONMENTAL MONITORING OF THE CLEAN ROOM FACILITY 


SOP NUMBER: 

Date Effective: T 


VERSION NUMBER: 2.0 




Signals a potential drift from normafoperating corhditions when normal 


levels of viable/Roa=idabifi_p 
alert level does not re quire j 


3 controlled environment are exceeded; reaching 

Y \3*j? y 


5.7 ^ Ac tisp-Levef- Signals a potential drift^KJfrT norrfifFSpstfflingi conditions when normal 
^“levels of viable/non-viable particulate in f a controlled envihsriment are exceeded; reaching 
action level requires an investigation anffcorresponding corrective action / 

FREQUENCY 0^1 ... •/ 


Personnel touch plates shall be sampled once per person daily upon completion of sterile 
compounding and prior to cleaning' Qsjo^-> 

Surface samp ljngjn t h^Cl ass 1 0A.flSQ Classjjn?raa shall be performed weekly upon - ) 
rcomp etioncof^feriJ^om.njuiilmT'Mt^iiJ prior uytleaning 


t^* 6 - 4 ( 

6.5 


<SteriljtVLO f 7Q%4se^fflftylalcohol (IR A) will be confirmed weekl y. 

Viable)afr d non^ iatife air sampling shall be performed a t least every six mont hs. 

“TftePharmacist-in-charge or the Quality Control Officer shall review EM data at least 
every six months to ensure no adverse trends exist, i 


EQUIPMENT & SUPPLIES 

7. 1 Contracted third party (if applicable) 

7.2 TSA contact plates containing lecithin and polysorbate 80 

viable air samplers (if applicable)) 

7.4 ^ Vlatite ^fsampler^wit h s t e r ilised i mp oll os - anri shr oud ( Pfa 
^S^^ ^f^^viabl^ air sampier Jy^tQn^ or equivalent) 

7.6 "Appropriate .user manuals " 

7.7 Sterile compounding garb 

GENERAL INFORMATION 0 




j/\j \ 


as. ) o d 


PROCEDURE 




V\ eV-£ 




EM should flow from “clean” areas to “dirty” areas. ) o ° 

DURE 

Upon receipt of commercially prepared TSA contact plates^ r T S A str i ps , retain the 
i]panufacturer’s(certificate of testing)and conformance. 

Verify that the^ertificate of conformance) documents the manufacturer’s testing of growth 
promotion. If documentation is not provided, quarantine the media and do not use until 
appropriate certification is received. \ y> 


* Document receipt of the media on the Receipt of TS^^trips/Contact Plates form 
(A ttachment 1) . / \ \ 

^9:3.1 Remove two plates from each new lot of media received for positive and negative \ 
controls . CUj'm-i Z ) "*■ 

9.3.2 Label one plate “Positive” and the other plate “Negative/ and write the date on 
^ “''-N^each plate. 

9.3.3^i)o not expose the agar surface of the “Negative" plate. Seat the-st4p/contact / 
s/ — ^ plate wittia-slide sealnr tape/parafilm. . ^ . . . . , / 

\ original 

0\ o°HK<>-o(* 

New England Compounding Center 

Version 2.0 
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TITLE: ENVIRONMENTAL MONITORING OF THE CLEAN ROOM FACILITY 
SOP NUMBER: 3.030 VERSION NUMBER: 2.0 


Effective: ^ \ Olo -"0 (p 



Sample a known “dirty" area for the positive control (bottom of shoe, bare skin, 
carpet, etc.}. Se^l the strip/contact plate with a slide seal or tape/parafilm. 

rcubate the positive/negative control for 72-84 hours at 20°C-25°C or room 
temperature, and then incubate for an additional 48-72 hours at 30°C-35°C. 
(Samples may be shipped to a contract lab for incubation and analysis.) 

9.3.6X/I?the positive control fails (no growth), the lot must be rejected. 

-a d evi a t io n must be written accord i ng t o 


9.3.8 


9.3.9 


SOP 1.030, “Deviate 


Place the completed attachment 1, along with the manufacturers certificates, in a 
designated binder. 



Store all acceptable media according to the manufacturer’s recommendation 
.■(usually in a rponjj^gd^rjgeratqr^^ 

Non-Viable Air Samp!ing\ ^ 

"9 .4:1 — -Rsrer Totne appiopriate Clean Room Facility Air Sampling Log (Attachments 2 
and 4). r H 

9.4.2 Verify the air sampler is within^librSi&n and document the manufacturer/model, 
^serial number, and calibration aQe r 3ate on Attachments 2 and 4. 

9.4^5 Sanitize the air sampler exterior prior to entry into the clean room facility. 

9^4"^ Don all appropriate clean room garb and gloves as per SOP 9.090, “Required 
Garb for Clean Room Facility Access.” Be sure to periodically sanitize gloves 
with sterile 70% IPA while sampling. 

B.^S^yPrepare the air sampler according to the manufacturer’s instructions. The 
volume of air sampled in all areas will be one cubic foot. 

9.4 6 ypiace the air sampler in the desired location and turn on. Do not stand over the 
^ sampler while in operation.^ 

Perform non-viable air sampling beginning in the ClassJ^tfOSO Class Vbtove 
ojCTfrttowedH^y-t^^ 7) antecfiamber, then the Class 

JSO Class 7) buffer/ preparation room and concluding in the Class 
^ISO Class 8) room. 



liable air samplipg^esults on Attachments 2 and 4, and file all 
cuments in the EM'pinder. 




:efer to the appropriate Clean Room Facility Air Sampling Log (Attachments 2 
and 4). 

:aiffthe appropriate quantity of media from storage. 

1 Inspect each^mp/plate and discard any damaged or contaminated 
media and replace. 

2 Verify media is within expira tion dating , arrd record media lot number 


and expir ation date o n Attachments 2 and 4. 

Verify the air sampler is witfi jjTcallb i^ti^nand document the manufacturer/model, • • - - 
serial number and calibration due date on Attachments 2 and 4. 

Sanitize the air sampler exterior prior to entry into the clean room I MAI 

CA O|-o 
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TITLE: ENVIRONMENTAL MONITORING OF THE CLEAN ROOM FACILITY 


SOP NUMBER: 3.030 

Date Effective: n\ K> 


VERSION NUMBER: 2.0 


>0Vk 0( 



- Qona ll appropriate clean room garb and gloves as per SOP 9.090, “Required 
“Garb for Clean Room Facility Access". Be sure to periodically sanitize gloves 
with sterile 70% I PA while sampling. 

_§et up the air sampler according to the manufacturer’s instructions. ^ 

The volume of air sampled in the Class 1P0 (ISO Class^ area will be 284 liters 
(10 cubic feet) and all other locations Will be 142 liters (5 cubic feet)// 


(ISO Class ( 
Class 8) ro' 


reparation room and concluding in the Class 100,000 (ISO 


Aseptically remove an agar stffycontact plate from its wrapper. Do not 
touch the agar surface (If agar is touched, discard the strip/contact 
plate and begin again^^^^ 


9.S.8.2 xHTJSi ngfrgar strip y slideW s tfl p in t o t he r o t ora t the guide p l ate WltlV 
.-the agar surfhrn fnnj^j inwunJ Until the strip closes the drurfraotrtf 
4JGtfrg-ajnlycL plbtesl^peptically remove the cap from the sampler and 
secure th^ plate between the metal prongs. 

9.5.8.5/^PIace the air sampler in the desired location and turn on. Do not 

^,stand over the sampler while in operation. 

9. 5.8:4 The air sampler will automatically turn off at the conclusion of the 
^sampling period, 

9. 5.8. 5 Aseptically remove the stwp/contact plate from the sampler. Place the 
^agar strip in its protective cover, or replace the lid of the contact plate. 

9. 5.8.6 ^/Seal the skm/contact plate with a * s li do coa l or ta p e/ parafilm. 


p/contact plate with a * s li do coa l or ta p e/ parafilm. 


Label the strip with the sample location and document on Attachments 
2 and 4. cgy / 


9.5.87 


9.5.9 Incubate all exposed samples fdr72-84 hoj^s at 20°C-25°C or room 
temperature, and then incubate for an additional“48-72 hours at 30°C-35°C. 

-(Samples-may^be-shipped-to-a-eontracHabTor-ineubation-and-analysisr) 

Document incubation time and temperatures on Attachments 2 and 4 in 
comments section. 

9.5.10 Record viable air sampling results on Attachments 2 and 4, and file all completed 
docum ents in th^BVlj&inder 

^Surface _SajppiJn g^> 

9.6.1 Refer to the appropriate Clean Room Facility Surface Sampling Log 

(Attachments 3 and 5). Jq} 

9.6.2 Surface samples of the Class (ISO Class^) area shall be taken weekly upon 
completion of sterile compounding and prior to cleaning. 

9.6.3 Obtain the appropriate quantity of contact plates from storage; 

9.6.3. 1 Inspect each plate and discard any'damage? 


9. 6.3. 2 


SOP 3.030 


and replace. ^ — 

Verify media is within expiration dating, and record media lot number 

and expiration date on Attachments 3 and 5. ORIGINAL 
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TITLE: ENVIRONMENTAL MONITORING OF THE CLEAN ROOM FACILITY 


SOP NUMBER: 3.030 


Date Effective: Q\ ^ _^q ^ 


VERSION NUMBER: 2.0 



Don all appropriate clean room garb and gloves as per SOP 9.090, “Required 
Garb for Clean Room Facility Access”. Be sure to periodically sanitize gloves 
with sterile 70% I PA while sampiipg. 

Sampling technique: 


9.6. 5.1 


9.6.5. 2 


Aseptically the contact plate cover and hold the contact plate 

face dow^& nqt touch the agar surface (If agar is touched, discard 
the plate affa oe^in again). l ° 

Gently touch the agar to the desired surface and roll the plate slightly 
to ensure complete contact with the surface. 


9.6. 5.3 Replace the cover and seal the plate with ^fs^e/pa raff Im. 

9.6. 5. 4 Record the site location on the base of the plate. Do not record any 
information on the cover of the plate. 

9.6.5. 5 Clean the sample site per SOP 3.020, “Cleaning and Maintenance of 
the Clean Room Facility,” before proceeding to the next site. 

9.6.6 Incubate all exposed samples for 72-84 hours at 20°C-25°C or room 
temperature, and then incubate for an additional 48-72 hours at 30°C-35°C. 

(Sa m p l es n i ay be ' shipped to a uuntractlatr fcr mcnPatts n and ahaiysls.) — 

Document incubation times and temperatures on Attachments 3 and 5 in the 
comments section. 

9.6.7 Record surface sampling results on Attachments 3 and 5, and file all completed 
documents in the EM binder. 

Confirm the Sterility of 70% I PA 

9.7.1 Refer to the appropriate Clean RoopdTacilil)y Surface Sampling Log 

(Attachments 3 and 5). 7 * , 

9.7.2 Obtain as many contact plates fromsforage as there ar ellPA bottlesj 

9.7.2. 1 Inspect each plate and discard any damaged or contaminated media^iSvs - 

and replace. C/fe? 

9.7.2.2 Verify media is within expiration dat&§, and record media lot number 
and expiration date on Attachments 3 and 5. 

9.7.3 Aseptically remove the contact plate cover. Do not touch the agar surface (If 
agar is touched, discard the plate and begin again). 

9.7.4 Spray the surface of the agar with the sterile 70% IPA designated for use in the 
clean room. 

9.7.5 Replace the cover and seal the plate with tape/parafilm. 

9.7.6 Label the base of the plate with "IPA" and the IPA lot number/expiration date. Do 
not record any information on the cover of the plate. 

9.7.7 Incubate all exposed samples for 72-84 hours at 20°C-25°C or room 
temperatu re, and then incubate for an ad ditional 48-7 2 hours at 30^C- 3 5^ 

Document incubation times and temperatures on Attachments 3 and 5. 

9.7.8 Record results on Attachments 3 and 5, and file all completed documents in the 
^ EM binder. 

^Personnel MonitorinaP r ORIGINAL 

J TM-OV t><* 
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TITLE: ENVIRONMENTAL MONITORING OF THE CLEAN ROOM FACILITY 


SOP NUMBER: 3.030 

Date Effective: 


VERSION NUMBER: 2.0 




9.8.1 Refer to the Clean Room Facility Personnel Touch Plate Log (Attachment 6). 

9.8.2 Obtain the appropriate quantity of contact plates from storage. 

9. 8.2.1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

9. 8.2.2 Verify media is within expiration dafog, and record media lot number 
and expiration date on Attachment 6. 

9.8.3 ^Record the compounder’s name on Attachment 6~j 

9.8.4 After sterile compounding is completed for the day, and prior to cleaning, touch 
each gloved finger of the dominant hand to the agar surface, making certain not 
to re-touch areas. 

9.8.5 Replace the cover and seal the plate with tope/parafilm. 

9.8.6 Label the base of the contact plate with the date, the compounder’s initials and 
the hand sampled. 

9.8.7 Incubate all exposed samples for 72-84 hours at 20°C-25°C or room 
temperature, and then incubate for an additional 48-72 hours at 30°C-35°C. 

Document incubation times and temperatures on Attachment 6. 

9.8.8 Record personnekaonitoring results on Attachment 6, and file all completed 
documents in thtf'EM/binder. 


The Pharmacist-in-charge or the Quality Control Qffii 
every six months to ensure no adverse trends exist 

Alert and Action Limits £ 

9.10.1 Air Sampling (Viable and Non V i a bl e) ° 


sr shall review EM data at least 




9.10.11 Calculate the level of viable airborne particulates as CFU per cubic 
foot. 

9.10.1.2 Calculate the level of non-viable airborne particulates as a quantity of 
particles £0.5pm in diameter per cubic foot 

9.10.13 /The alert/action limits for air sampling should be derived frorfr+H^torica 

7 data. Until historical data can be determined, follow the 'S 

I guidelines provided by the USP Proposed Levels for Air and ) 

1 Surface Monitoring (Attachment 7). J 


L10.2 Surface and Personnel Monitoring 

9.10.2.1 Calculate the level of surface and personnel particles as CFU per 
contact plate. 

9.10.2.2 The alert/action limits for surface and personnel monitorThg~sfi&uld be 

j . derived from historical data. Until historical data can be j 

\ raetermined, follow the guidelines provided by the USP Proposed 

\ Levels for Air and Surface Monitoring (Attachment 7). y 

Investigation and Corrective Actions 

9.11.1 There will be no alert/action levels until historical data can be collected t 
set appropriate levels. Data should be collected for a minimum of one 
m nth pri r to setting limits. After one year the levels shouldM be t^|*| a I 
evaluated to take into account seas nal changes. ORIGINAL 

(t)\ M 
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TITLE: ENVIRONMENTAL MONITORING OF THE CLEAN ROOM FACILITY 
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Date Effective: 


ltd Od-'Cto '0 'y 


9.1 1 .2 If an alert level is exceeded, corrective action may not be required, but records 

should demonstrate that a spik e in normal le vels was recognized. ^ 

9.11.3 If alert levels are consistently exceeding the li mits-fthr§e^onsecutive samplings]^ 

the PhannaG46t-in=charge or_QualityJl^ mustTbe notified and 

investigation and corrective action should occur. This may include, but is not 
limited to, the following actions: 

9.1 1 .3. 1 ReviewoLsanitatiomprocedures (repeat if necessary) 

9.1 1 .3.2, Review^ofsampling-technique 

9.1 1.3.3 Review^of-eleaffToom personnel 

9.1 1 .3.4 \ Inspectior^pisampling media 

9.1 1 .4 If ar ^g^cursi6?r yccurs above an action level, the Pharmacist-in-charge or Quality 
ContfOtOff^erCmust be notified and investigation and corrective action should 
occur. T h_i£may includ e, bujjsjiotjimite^ following actions: 

9.1 1 .4.1 Identification of microbial isolates to determine origin 

9.1 1 .4.2 Review of pressure differential information 

9.1 1 .4.3 Review of HEPA and clean room certification 

9.1 1 .4.4 Review of Logs of Use, Maintenance and Cleaning (LUMACs) 

9.11.5 After the corrective action is taken, the area should be re-sampled three 
consecutive times. If all samples are within limits, approve the corrective action. 

If any sample fails, additional investigation is required. 

ATTACHMENTS 

10.1 Attachment 1 - Receipt of TSA“Strips/Contact Plates 

10.2 Attachment 2 - Clean Room 1 Air Sampling Log 

1 0.3 Attachment 3 - Clean Room 2 Air Sampling Log 

10.4 Attachment 4 - Clean Room 1 Surface Sampling Log 

10.5 Attachment 5 - Clean Room 2 Surface Sampling Log 

10.4 Attachment 6 - Clean Room Facility Personnel Touch Plate Log 

10.5 Attachment 7 - USP Proposed Levels for Air and Surface Monitoring 
HISTORY 


1 :\/ersion 
, Nii.mber , 

Date Effective 

V Description of Change 

i ■ M t - -VJ 

Change Request 
Number 

1.0 

03-08-06 

New SOP. 

CR06012 

2.0 


Updated section 9.3 and attachment 1 to include 
positive/negative controls. Updated sample 
identification labels and schematic maps on 
attachments 2, 3, 4 and 5. 

CR06053 


ORIGINAL 
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CLEAN ROOM 1 AIR SAMPLING LOG 


XU octave 

| ftsnch 1 1 Door 1 Rew^ffatai 

Bench 

Bench 

1AR1A 

} Shaft 

| Antechamber 

H 


GtoveBox 


1 1 T - 

1GB2A 


1 

Artsctwiter J 

Bench 


QtoveBoa 


1AR3A 



NON -VIABLE 

Sample ; ,Location/^^ Resu|| 

vK (Particles/ft 3 )' 



1GB1A 

1GB2A 


ISO Class jef Glove 
Box 

ISO Class £ G^kve 


Box 

1 ARIA ISO Class 7 Room 
1AR2A ISO Class 7 Room 
1AR3A ISO Class 7 Room 


Non-Viable Air Sampler 


Mfg./Made!; 

Serial #: 

3bte'A : lf5¥Splel' 

Mfg./Model: 

Serial #: 

MediaLot#/Expiration Date; 




> 



Comments: 


, / ’ VIABLE SAMPLES 

Incubation Dates Results 

(If Applicable) (CFU) 


Pass/Fail 
□p Df 
□p Df 
□p Df 
Dp Df 
□p Df 


Calibration Due; 


Calibration Due: 


Performed By: 
Reviewed By: 


SOP 3.030 


Date: 

Date: 


New England Compounding Center 
Attachment 2 


ORIGINAL , 

0 ^ 


Version 2.0 
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CLEAN ROOM 2 AIR SAMPLING LOG 



Media Lot #/Expiration Date: 

Comments: 


Perf rmed By: 

Reviewed By: 

New England Compounding Center 

SOP 3.030 

Attachment 3 


Date: 


Date: 


ORIGINAL 


Version 2.0 
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CLEAN ROOM 1 SURFACE SAMPLING LOG 



Sample : Location 1 , 


Incubation Dates 
(If Applicable) 


Results (CFU) * .Pass/Fail 


1GB1S 

ISO Class/ C^ove Box 

t 

□p 

□f 

1GB2S 

ISO Class / Glove Box 

□p 

□f 

1AC1S 

ISO Class 7 Antechamber 

□p 

□f 

1AC2S 

ISO Class 7 Antechamber 

□p 

□f 

1AC3S 

ISO Class 7 Antechamber 

□p 

□f 

1AR1S 

ISO Class 7 Room 

□p 

□f 

1AR2S 

ISO Class 7 Room 

□p 

□f 

1AR3S 

ISO Class 7 Room 

Op 

□f 

1IPA 

Sterile 70% IPA f ) 

□p 

□f 


Media Lot#/Expiration Date; 

Comments: 


Perf rmed By; 
Reviewed By: 


SOP 3,030 


New England Compounding Center 
Attachment 4 


Date: 


Date: 



IGINAL 

OH -fcta-ota 
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CLEAN ROOM 2 SURFACE SAMPLING LOG 



Sample 


Location 


Incubation Dates J * 
(If Applicable) . 


Results (CFU) v 


, Pass/Fail 


2GB1S 


2GB2S 


ISO Class^Glove Box 


s/g 


ISO Class ? Glove Box 


□ P Df 


□p Qf 


2AC1S 


ISO Class 7 Antechamber 


□p Df 


2AC2S 


2AC3S 


ISO Class 7 Antechamber 


ISO Class 7 Antechamber 


□p Df 


□p Df 


2AC4S 


ISO Class 7 Antechamber 


□p Df 


2AR1S 


ISO Class 7 Room 


□p E3f 


2AR2S 


2AR3S 


2AR4S 


ISO Class 7 Room 


ISO Class 7 Room 


ISO Class 8 Room (Shelf) 


□p Df 


Op Of 


□p Of 


2IPA 


Sterile 70% 




□p Df 


Media Lot #/Expi ration Date: . 

C mments: 


Performed By: 
Reviewed By: _ 


SOP 3.030 


ORIGINAL 

05 OH- 


New England Compounding Center 
Attachment 5 


Date: 

Date: 


Version 2.0 
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LEVELS FOR AIR AND SURFACE MONITORING 


Note: Alert/ Action Levels are to be determined after historical data is collected. 




Levels for Air Sampling 




Classifications 


Jon-Viable 

Particles 

f>0.5pm/ft> 


Viable Particles 
(CFU/ft 5 ) 


Alert Level Action Level 


Critical Areas , nn 

Class-4^(ISO Class^T 1 UU 

<0.1 

WA 2 

N/A ? 

Non-Critical Areas / 

ciass^^eecr - 1 o.ooo , /^®> - 10,000 

(ISO ClasxlT- 7) 02- L( C<L~ \ 

<0.5 

N1A ? 

N/A ? 

Support Areas . 

Class 1 00,000 1 00 ’ 000 

(ISO Class 8) 

<2.5 

N “ % 

N/A ^ 


Levels for Surface Sampling 


. Classifications, 


n 0-1 A.C. Critical Areas T 

^ ™ Class «6-<ISO Class/5) 

1 Ci ^ 

N on-Critical Areas 

1 class 10,000 

(ISCTC^r-7) 
'L 14 ' > Support Areas 

- Class 100,000 
(ISO Class 8) 


„ 'v * >. '"<> 


• Surface 
Monitoring 
(CFU/contact 
. . . plate)* i - 

Personnel 
/ Monitoring, 

, , (CFU/contact , 
”piate)f 

[■ 1 ; - f ;' ’ 1 ' '%u 


3 - gloves 
(5 - mask/gloves) 

5 

(10 including floor) 

5 - gloves 
(10 -mask/gloves) 

20 

(30 including floor) 

1 5 - gloves 
(30 - mask/gloves) 


Alert Level Action Level 



_ ? 

(‘Contact plate areas vary from 24 to 30 square centimeters. WhWswabbingjs'Aised in sampling, the 
area covered should be greater than or equal to 24cm 2 but no larger than 30cm 2 .) 
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TITLE: ENVIRONMENTAL MONITORING OF THE CLEAN ROOM FACILITY 


SOP NUMBER: 3.030 

VERSION NUMBER: 

3.0 

Sterile Laboratory 

First Effective Date 

03-28-06 

Originator: 

Previous effective Date 

04-06-06 

Reviewer: 

Current Effective Date 


1.0 PURPOSE 


j 


1.1 The purpose of this procedure is to establish requirements for non viable and viable 
environmental monitoring (EM) of the clean room facility. 

2.0 SCOPE 

2.1 This procedure applies to the New England Compounding Center clean room facility 

under conditions that meet or exceed state and federal guidelines as outlined by the 
United States Pharmacopeia <797> 

2.2 This procedure must be followed to reduce the amount of particulate matter and airborne 
microbial contamination. 

3.0 RESPONSIBILITY 

3.1 The Pharmacist-in-charge shall supervise this procedure and document that all personnel 

responsible for EM of the clean room facility comply with this procedure. 

4.0 REFERENCES 

4.1 USP Current Version <797> “Pharmaceutical Compounding - Sterile Preparations" 

4.2 USP Current Version <1116> "Microbiological Evaluation of Clean Rooms and Other 

Controlled Environments” 

4.3 ISO 14644-4 “Clean Rooms and Associated Controlled Environments, Part 4 

4.4 SOP 3.010 “Sterile Compounding Area Requirements” 

4.5 SOP 3.020 “Cleaning and Maintenance of the Clean Room Facility 1 ' 

4.6 SOP 9.090 “Required Garb for Clean Room Facility Access" 

5.0 DEFINITIONS 

5.1 CFU - Colony forming unit 

5.2 Viable Air Sampler - Device used to provide quantitative analysis of viable airborne 

vt oto l o J 

5.3 Surface Contact Plate - Device of known surface area providing a convex surface to 
remove viable particles from a flat work surface 

5.4 ISO Classifications 

5.4.1 ISO Class 4 is equivalent to Class 10(Glove box, antechamber). 

5.4.2 ISO Class 7 is equivalent to Class 1 0,000(Clean room). 

5.4.3 ISO Class 8 is equivalent to Class 1 00 p 000( Anteroom). 
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TITLE: ENVIRONMENTAL MONITORING OF THE CLEAN ROOM FACILITY 


SOP NUMBER: 3.030 


VERSION NUMBER: 3.0 


5.5 Alert Level - Signals a potential drift from normal operating conditions when normal 
levels of viable particulat^ln a controlled environment are exceeded; reaching alert level 
does not require investigation. (See Attachment 7) 

5.6 Action Level - Signals a potential drift from normal operating conditions when normal 
levels of viable particulate in a controlled environment are exceeded; reaching action 
level requires an investigation and corresponding corrective action. (See Attachment 7) 

FREQUENCY 

6.1 Personnel touch plates shall be sampled once per person daily upon completion of sterile 
compounding and prior to cleaning. 

6.2 Surface sampILn^Jgthe glove boxes and antechambers (ISO Class 4 ; Ciass 1 0), clean 
room (ISO Clas^ Class 10,000) and anteroom (ISO Class 8-fis§ Class 100,000) area 
shall be performed weekly, prior to cleaning. 

6.3 Sterility of 70% isopropyl alcohol (I PA) will be confirmed weekly. 

6.4 Viable air sampling shall be performed weekly. 

6.5 The Pharmacist-in-charge or the Quality Control Officer shall review EM data at least 
every six months to ensure no adverse trends exist. 

EQUIPMENT & SUPPLIES 

7.1 Contracted third party (if applicable) 

7.2 TSA contact plates containing lecithin and polysorbate 80 

7.3 Viable air sampler with sterilized impeller and shroud (Model # SAS180) 

7.4 Appropriate user manuals 

7.5 Sterile compounding garb 

GENERAL INFORMATION 

8.1 EM should flow from "clean” areas to "dirty” areas. 

PROCEDURE 

9.1 Upon receipt of commercially prepared TSA contact plates, retain the manufacturer’s 

certificate of analysis. Document receipt of the media on Receipt of Contact plates 
(Attachment 1). ^ j 

9.2 Verify that the certificate of eon fef &anko ; docu ments the manufacturer’s testing of growth 
promotion. If documentation is not provided, quarantine the media and do not use until 
appropriate certification is ngjeived. 

9.2.1 Remove two plates^from essb new lot of media received for positive and negative 
controls. 


Label one plate "Positive” and the other plate “Negative,” and write the date on 
each plate. 

Do not expose the agar surface of the "Negative” plate. Seal the contact plate 
with parafilm. 

For the "Positive” control expose the agar to air for 15 minutes. Seal the contact 
plate with parafilm. 

Incubate the positive/negative control for 72-84 hours at 20°C-25°C or room 
temperature, and then incubate for an additional 48-72 hours at 30°C-35°C. 
document on Attachment 1 . 
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9.2.6 If the positiv^or negativeStWrol fails (f™ yrowth/yiuwth), the lot must be 
rejected. 

9.2.7 Place the completed Attachment 1, along with the certificate of analysis, in a 
designated binder 

9.2.8 Store all acceptable media according to the manufacturer’s recommendation 
(usually 2°C-8°C) in a monitored refrigerator. 


9.3 


Viable Air Sampling 

9.3.1 Refer to the appropriate Clean Room Facility Air Sampling Log (Attachments 2 
and 3). 

9.3.2 Verify that the air sampler is within calibration and document the 
manufacturer/model, serial number, and calibration due date on Attachments 2 
and 3. 


9.3.3 Sanitize the air sampler exterior prior to entry into the clean room facility. 

9.3.4 Don all appropriate clean room garb and gloves as per SOP 9.090, “Required 
Garb for Clean Room Facility Access." Be sure to periodically sanitize gloves 
with sterile 70% IPA while sampling. 

9.3.5 Obtain the appropriate quantity of media from storage. 


9.3.5. 1 

9.3. 5. 2 

9.3. 5.3 

9.3. 5.4 


Inspect each plate and discard any damaged or contaminated media 
and replace. 


Verify media is within expiration dati%T and record media lot number 
and expiration date on Attachments 2 and 3w, 

cc Xacc 

Aseptically remove an agar contact plate frorrritc wrapper. Do not 
touch the agar surface (If agar is touched, discard the contact plate 
and begin again). 


If using contact plate: 


; (Aseptically 


remove the cap from the sampler 


and secure the plate between the metal prongs 


9.3.6 Set up the air sampler according to the manufacturer’s instructions. The volume 
of air sampled in the Class 10 (ISO Class 4) area will be 284 liters (10 cubic feet) 
and all other locations will be 142 liters (5 cubic feet). 

9.3.6. 1 Place the viable air sampler in the desired location and turn on. Begin in 
the Class 10 (ISO Class 4) glove box, followed by the Class 10,000 (ISO 
Class 7) clean room, then the Class 100,000 (ISO Class 8) anteroom. . 

Do not place arms over sampler while in operation. 

9.3. 6.2 The air sampler will automatically turn off at the conclusion of the 
sampling period. 

9.3.6.3 Aseptically remove the contact plate from the sampler. Replace the lid 
of the contact plate. 

9.3.6.4 Seal the contact plate with Para film. 


9.3.7 incubate all exposed samples for 72-84 hours at 20°C-25°C or room 

temperature, and then incubate for an additional 48-72 hours at 30°C-35°C. 
^Samples may be shipped to « contract lab for incubation^and enaLyni^) 
Document Incubation time and temperaturec on Attachments 2 and/in 
■Gomments-sectiCfT* 3 


9.3.8 Record viable air sampling results on Attachments 2 and 3, and file all completed 
documents in the EM binder. 
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9.4 Surface Sampling 

9.4.1 Refer to the appropriate Clean Room Facility Surface Sampling Log 
(Attachments 4 and 5). 

9.4.2 Surface sampling in the glove boxes and antechambers (ISO Class 4 Class 10), 
clean room (ISO Class^Tjplass 10,000) and anteroom (ISO Class 8 Class 
100,000) area shall be performed weekly, prior to cleaning 

9.4.3 Obtain the appropriate quantity of contact plates from storage. 

9.4.3. 1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

9.4. 3.2 Verify media is within expiration dati%, and record media lot number 
and expiration date on Attachments 4 and 5. 

9.4.4 Don all appropriate clean room garb and gloves as per SOP 9.090, “Required 
Garb for Clean Room Facility Access”. Be sure to periodically sanitize gloves 
with sterile 70% IPA while sampling. 

9.4.5 Sampling technique: 

9.4.5. 1 Aseptically remove the contact plate cover and hold the contact plate 
face down. Gently touch the agar to the desired surface and roll the 
plate slightly to ensure complete contact with the surface for 1 0 
seconds. 

9.4. 5. 2 Replace the cover and seal the plate with parafilm. 

9.4.5. 3 Record the site location on the base of the plate. Do not record any 
information on the cover of the plate. 

9.4.5. 4 Clean the sample site^with sterile 70% IPA before proceeding to the 
next site. 

9.4.6 Incubate all exposed samples for 72-84 hours at 20°C-25°C or room 
temperature, and then incubate for an additional 48-72 hours at 30°C-35°C. 

9.4.7 Record surface sampling results on Attachments 4 and 5, and file all completed 
documents in the EM binder, 

9.5 Confirm the Sterility of 70% IPA 

9.5.1 Refer to the appropriate Clean Room Facility Surface Sampling Log 
(Attachments 4 and 5). 

9.5.2 Obtain two contact plates from storage and test two random sterile70% IPA 
bottles. 

9. 5.2.1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

9. 5.2.2 Verify media is within expiration date, and record media lot number 
and expiration date on Attachments 4 and 5. 

9.5.3 Aseptically remove the contact plate cover. Do not touch the agar surface (If 
agar is touched, discard the plate and begin again). 

9.5.4 Spray the surface of the agar with the sterile 70% IPA designated for use in the 
clean room. 

9.5.5 Replace the cover and seal the plate with parafilm. 

9.5.6 Label the base of the plate with 1PA’ J and the IPA lot number/expiration date. Do 
not record any information on the cover of the plate. 
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9.5.7 Incubate all exposed samples for 72-84 hours at 20°C-25°C or room 
temperature, and then incubate for an additional 48-72 hours at 30°C-35°C. 

9.5.8 Record results on Attachments 4 and 5, and file all completed documents in the 
EM binder 

9.6 Personnel Monitoring 

9.6.1 Refer to the Clean Room Facility Personnel Touch Plate Log (Attachment 6). 

9.6.2 Obtain the appropriate quantity of contact plates from storage. 

9.6.2. 1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

9.6.2.2 Verify media is within expiration date. 

9. 6.2.3 Label the base of the contact plate with the date, the 
pharmacist/technician initials and the hand sampled. 

9. 6.2.4 After sterile compounding is completed for the day, and prior to 
cleaning, touch each gloved finger of the dominant hand to the agar 
surface, making certain not to re-touch areas. 

9.6.3 Replace the cover and seal the plate with parafilm. 

9.6.4 Incubate all exposed samples for 72-84 hours at 20°C-25°C or room 
temperature, and then incubate for an additional 48-72 hours at 30°C-35°C. 

9.6.5 Record personnel monitoring results on Attachment 6 and file all completed 
documents in the EM binder. 

9.7 The Pharmacist-in-charge or the Quality Control Officer shall review EM data at least 
every six months to ensure no adverse trends exist. 

9.8 Alert and Action Limits 

9.8.1 Air Sampling (Viable) 

9.8.2 Calculate the level of viable airborne particulates as CFU per cubic foot. The 
volume of air sampled in the Class 10 (ISO Class 4) area will be 284 liters (10 
cubic feet) and all other locations will be 142 liters (5 cubic feet). 

9.8.2. 1 The aiert/action limits for air sampling should be derived from historical 

data^Until historical data can be determined, follow the 
guidelines provided by the USP Proposed Levels for Air and 
Surface Monitoring^Attachment 7). 

9.8.3 Surface and Personnel Monitoring 

9. 8. 3.1 Calculate the level of surface and personnel particles as CFU per 
contact plate. 

9. 8. 3.2 The alert/action limits for surface and personnel monitoring should be 
derived from historical data^Until historical data can be 
determined, follow the guidelines provided by the USP Proposed 
Levels for Air and Surface Monitoring^Attachment 7). 

9.9 Investigation and Corrective Actions 

9.9.1 There will be no alert/action levels until historical data can be collected to 
set appropriate levels. Data should be collected fora minimum of one 
month prior to setting limits. After one year the levels should be re- 
evaluated to take into account seasonal changes. 
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10.0 


9.9.2 If an alert level is exceeded, corrective action may not be required, but records 
should demonstrate that a spike in normal levels was recognized. 

9.9.3 If alert levels are consistently exceeding the limits (three consecutive samplings), 
the Pharmacist-in-charge or Quality Control Officer must be notified and 
investigation and corrective action should occur This may include, but is not 
limited to, the following actions: 

9.9.3. 1 Review of sanitation procedures (ropoot if rie iessJ i’ y) ■ 

9.9. 3. 2 Review of sampling technique 

9.9.3. 3 Review of clean room personnel 

9.9. 3. 4 Inspection of sampling media 

9.9.4 If an excursion occurs above an action level, the Pharmacist-in-charge or Quality 
Control Officer must be notified and investigation and corrective action should 
occur. This may include, but is not limited to, the following actions: 

9.9.4. 1 Identification of microbial isolates to determine origin 

9.9.4. 2 Review of pressure differential information 

9.9.4. 3 Review of HEPA and clean room certification 

9.9.4. 4 Review of Logs of Use, Maintenance and Cleaning (LUMACs) 

9.9.5 After the corrective action is taken, the area should be re-sampled three 
consecutive times. If all samples are within limits, approve the corrective action. 
If any sample fails, additional investigation is required. 


ATTACHMENTS 

10.1 Attachment 1 - Receipt of Contact Plates 

10.2 Attachment 2 - Clean Room 1 Air Sampling Log 

10.3 Attachment 3 - Clean Room 2 Air Sampling Log 

10.4 Attachment 4 - Clean Room 1 Surface Sampling Log 

10.5 Attachment 5 - Clean Room 2 Surface Sampling Log 

1 0.4 Attachment 6 - Clean Room Facility Personnel Touch Plate Log 

10.5 Attachment 7 - USP Proposed Levels for Air and Surface Monitoring 
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I 

11.0 HISTORY 


Version 

j-VNuiiriber 

Date Effective 

Description of Change 

Change Request 
Number 

1.0 

03-03-06 

New SOP 

CR06012 

2.0 

04/06/06 

Updated section 9.3 and attachment 1 to include 
positive/negative controls. Updated sample 
identification labels and schematic maps on 
attachments 2, 3, 4 and 5. 

CR06053 

3.0 


Taking out TSA Strips, non-viable samples, fixing iso / 
classes not correct 

CR07018 
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CLEAN ROOM 1 AIR SAMPLING LOG 


Sample 

IGBlA 

1GB2A 

1AR1A 

1AR2A 

1AR3A 


0 


I Voa I 


s I T 


g)ov#box 

1GB1A 


Location 

ISO Class 4 Glove Box 
ISO Class 4 Glove Box 

ISO Class 7 Clean Room 
ISO Class 7 Clean Room 

ISO Class 7Clean Room 


VIABLE SAMPLES 


Incubation Dates _ . 

36^ ** 1>^ C 


Results 

(CFU) 


Pass/Fail 

□p 

□f 

□p 

□f 

□p 

□f 

□p 

□f 

□p 

□f 


Alert 1 CFU (iso Class 4 Glove Box) Action 2 CFU (ISO Class 4 Glove Box) 

1 -4 CFU (iso Class 7 Clean Room) 5+ CFU (ISO Class 7 Clean Room) 

Viable Air Sampler 

Mfg. /Model: 

Serial #: Calibration Due: 

Media Lot#/Expiration Date: 

Comments: 


Performed By: 
Reviewed By: 


Date: 

Date: 
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CLEAN ROOM 2 AIR SAMPLING LOG 


h' A 

I’Saitfple; . 

*&?*$*& 

Location 

VIABLE SAMPLES 

Incubation Dates 

Results 

(CFU) 

Pass/Fail 

2GB1A 

ISO Class 4 Glove Box 

’ / 


□p 

□f 



2GB2A 

ISO Class 4 Glove Box 



□p 

□ f 



2AR1A 

ISO Class 7 Room 



□p 

□f 



2AR2A 

ISO Class 7 Room 



□p 

□f 



2AR3A 

ISO Class 7 Room 



Dp 

□f 



2AR4A 

ISO Class 0 Room 



□p 

□f 




Alert 1 CFU (iso Class 4 Glove Box, Antechamber) Action 2+ CFU (iSO Class 4 Glove Box, Antechamber) 
1-2 CFU (iso Class 7 Clean Room) 3+ CFU (ISO Class 7 Clean Room) 


Viable Air Sampler 

Mfg. /Model: 

Serial #: Calibration Due: 

Media Lot #/Expiration Date: 

C mments: 


| Shell j 

| 2AR4A 

I ~ I 


Bench r~ — > 

2AR1A1 ^ j 


2AR2A 


Cortr oled 
Substance 
Storage 


2AR3A 


2GB2A 
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CLEAN ROOM 1 SURFACE SAMPLING LOG 

I Do or I I ,, 


B 


Anteenamfcer 

1AC3S 


1AC1S 

Otove Box 

1GB1S 


| 1 T 


Antechamber 

1AC2S 


II 


Sample 

. Incubation Dates 

Locatlon 

Results (CFU) Pass/Fail 

1GB1S 

ISO Class 4 Glove Box 


□p 

□f 

1GB2S 

ISO Class 4 Glove Box 


□p 

□f 

1AC1S 

ISO Class 7 

Antechamber 


□p 

□f 

1AC2S 

ISO Class 7 

Antechamber 


□p 

□f 

1AC3S 

ISO Class 7 

Antechamber 


□p 

□f 

1AR1S 

ISO Class 7 Room 


□p 

□f 

1AR2S 

ISO Class 7 Room 


□p 

□f 

1AR3S 

ISO Class 7 Room 


□p 

□f 

1 iPAI 

Sterile 70% IPA 


□p 

□f 

1IPA2 

Sterile 70% IPA 


□p 

□f 


Alert 1 CFU (iso Class 4 Glove Box, Antechamber) Action 2+ CFU (iSO Class 4 Glove Box, Antechamber) 
1 -4CFU (ISO Class 7 Clean Room) 5+ CFU (ISO Class 7 Clean Room) 

Media Lot #/Expi ration Date: 

Comments: 
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CLEAN ROOM 2 SURFACE SAMPLING LOG 


I 


I 


Refrigerator 


2AR4S 


2AR3S 


Autoclave 


l2ARis f^*l |L 


Antechamber 1 

2AC2S 


2AC4S 

Glove Box 


2GB1S 


2GB2S 


Antechamber 

2 A Cl S 


Controlled 

Substance 

Storage 


Antechamber 

2AC3S 


i 

! 


I 



r Sample/ 

Location ^r^^ cubation Dates Results (CFU) 

Pass/Fail 

2GB1S 

ISO Class 4 Glove Box 

□p 

□f 

2GB2S 

ISO Class 4 Glove Box 

□p 

□f 

2AC1S 

ISO Class 7 

Antechamber 

□p 

□f 

2AC2S 

ISO Class 7 

Antechamber 

□p 

□f 

2AC3S 

ISO Class 7 

Antechamber 

□p 

□f 

2AC4S 

ISO Class 7 

Antechamber 

□p 

□f 

2AR1S 

ISO Class 7 Room 

□p 

□f 

2AR2S 

ISO Class 7 Room 

□p 

□f 

2AR3S 

ISO Class 7 Room 

□p 

□f 

2AR4S 

ISO Class 8 Room 
(Shelf) 

□p 

□f 

2IPA1 

Sterile 70% IPA 

□p 

□f 

2IPA2 

Sterile 70% IPA 

□p 

□f 


Alert 1 CFU (iso Class 4 Glove Box, Antechamber) Action 2+ CFU (ISO Class 4 Glove Box, Antechamber) 

1 -3CFU (ISO Class 7 Clean Room) 4+ CFU (ISO Class 7 Clean Room) 

Media Lot #/Expiration Date: 

C mments: 
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CLEAN ROOM FACILITY PERSONNEL TOUCH PLATE LOG 
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LEVELS FOR AIR AND SURFACE MONITORING 

Note: Alert/Action Levels are to be determined after historical data is collected. 

Levels for Air Sampling 


Classifications 

Viable Particles 
(CFU/ft 3 ) 

Alert Level 

Action Level 

Critical Areas 

Class 10 ISO Class 4) 
(glove box, antechamber) 

<0.1 

CR1/CR2 1 CFU 

CR1/CR2 2+ CFU 

Non -Critical Areas 

Class 10,000 
(ISO Class 7) 

(clean room) 

<0.5 

CR1 1-4 CFU 

CR2 1-2 CFU 

CR1 5+ CFU 
CR2 3+ CFU 

Support Areas 

Class 100,000 
(ISO Class 8)(anteroom) 

<2.5 

CR2 1 -3N/A 

CR2 4+CFU 



Levels for Surface Sampling 


Classifications 

Surface 

Monitoring 

(CFU/contact 

plate)* 

Personnel 

Monitoring 

(CFU/contact 

plate)* 

Alert Level 

, y . i r ‘ 

Action Level 

Critical Areas 

Class 10 (ISO Class 4) 

3 

3 - gloves 
(5 - mask/gloves) 

CR1/CR2 1CFU 

2+ CFU 

Non-Critical Areas 
Class 10,000 
(ISO Class 7) 

5 

(10 including floor) 

5 - gloves 
(10 - mask/gloves) 

CR1 1-4CFU 
CR2 1-3CFU 

5+ CFU 

4+ CFU 

Support Areas 

Class 100,000 
(ISO Class 8) 

20 

(30 including floor) 

1 5 - gloves 
(30 - mask/gloves) 

CR2 1-3CFU 

4+CFU 


"Contact plate areas vary from 24 to 30 square centimeters. 
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SOP Number/Title: 


SOP REVIEW FORM 

(Page 2 of 2) 

3,650 

-A 0 t oC- j-Vj. 


WLkU 


Date Effective: 


Version: 


ao 


Last Reviewed: 63-08-01 


SOP REVIEW - PLEASE CHECK THE FOLLOWING AS THEY ARE PERFORMED: 

Ensure that the purpose, scope, responsibilities, definitions, and general information 
sections are still accurate and current 

Ensure that the responsible functional area groups are consistent with current 
organizational structure. 

Check references to ensure that they still apply, that the titles have not changed, and that 
the references to documents within the text are correct. 

Verify that all materials, equipment, reagents, etc. called for in the procedure are still 
available and are being used. 

CK^ Ensure that the current practice is reflected accurately in the procedure section of the \ 
SOP. . . 

Ensure that the procedure addresses what action to take if the task has unacceptable 
results. 

Ensure that all documentation requirements and storage/archival requirements are 
reflected in the SOP. 

Q Ensure that all attachments continue to be accurate and reflect current practices. 

CHOOSE THE STATEMENT THAT APPLIES: 

I have reviewed the above mentioned procedure and: 

d/ No changes need to be implemented. 

□ SOP Change Request is attached to update the procedure, Change Request Log 

Number CR . 

□ SOP should be obsoleted, Change Request Log Number CR . 


SOP Review Performed By: 
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TITLE: ENVIRONMENTAL MONITORING OF THE CLEAN ROOM FACILITY 


SOP NUMBER: 3.030 


VERSION NUMBER: 2.0 


Authorized By: 

Written By: Anne AvezzarV) 


Dat Dept: LAB 
Date: 03-28-06 


Reviewed By: Date: 

Date Effective: O^'-'06'D^ 

1.0 PURPOSE 

1.1 The purpose of this procedure is to establish requirements for non-viable and viable 
environmental monitoring (EM) of the clean room facility. 

2.0 SCOPE 

2.1 This procedure applies to the New England Compounding Center clean room facility 
under conditions that meet or exceed state and federal guidelines as outlined by the 
United States Pharmacopeia <797> 

2.2 This procedure must be followed to reduce the amount of particulate matter and airborne 
microbial contamination. 

3.0 RESPONSIBILITY 

3.1 The Pharmacist-in-charge shall supervise this procedure and document that all personnel " 
responsible for EM of the clean room facility comply with this procedure. 

4.0 REFERENCES 

4.1 USP Current Version <797> "Pharmaceutical Compounding - Sterile Preparations" 

4.2 USP Current Version <1 1 16> “Microbiological Evaluation of Clean Rooms and Other 
Controlled Environments” 

4.3 ISO 14644-4 “Clean Rooms and Associated Controlled Environments, Part 4” 

4.4 SOP 1.030 “Deviations - OOS" 

4.5 SOP 3.010 “Sterile Compounding Area Requirements” 

4.6 SOP 3.020 “Cleaning and Maintenance of the Clean Room Facility” 

4.7 SOP 9.090 “Required Garb for Clean Room Facility Access” 

5.0 DEFINITIONS 

5.1 

5.2 

5.3 

5.4 

5.5 


SOP 3.030 


CFU - Colony forming unit 

Non-Viable Air Sampler - Device used to provide quantitative analysis of all airborne 
particles >0.5^m in diameter 

Viable Air Sampler - Device used to provide quantitative analysis of viable airborne 
viable 

Surface Contact Plate - Device of known surface area providing a convex surface to 
remove viable particles from a flat work surface 

ISO Classifications 

5.5.1 ISO Class 5 is equivalent to Class 100. 

5.5.2 ISO Class 6 is equivalent to Class 1 ,000. 

5.5.3 ISO Class 7 is equivalent to Class 1 0,000. 

5.5.4 ISO Class 8 is equivalent to Class 100,000. 


ORIGINAL 
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5.6 Alert Level - Signals a potential drift from normal operating conditions when normal 
levels of viable/non-viable particulate in a controlled environment are exceeded; reaching 
alert level does not require investigation 

5.7 Action Level - Signals a potential drift from normal operating conditions when normal 
levels of viable/non-viable particulate in a controlled environment are exceeded; reaching 
action level requires an investigation and corresponding corrective action 

6.0 FREQUENCY 

6.1 Personnel touch plates shall be sampled once per person daily upon completion of sterile 
compounding and prior to cleaning. 

6.2 Surface sampling in the Class 100 (ISO Class 5) area shall be performed weekly upon 
completion of sterile compounding and prior to cleaning. 

6.3 Sterility of 70% isopropyl alcohol (IPA) will be confirmed weekly. 

6.4 Viable and non-viable air sampling shall be performed at least every six months. 

6.5 The Pharmacist-in-charge or the Quality Control Officer shall review EM data at least 
every six months to ensure no adverse trends exist. 

7.0 EQUIPMENT & SUPPLIES 

7.1 Contracted third party (if applicable) 

7.2 TSA contact plates containing lecithin and polysorbate 80 

7.3 TSA strips for viable air samplers (if applicable) 

7.4 Viable air samplers with sterilized impeller and shroud (BioTest RCS or equivalent) 

7.5 Non-viable air sampler (Met One or equivalent) 

7.6 Appropriate user manuals 

7.7 Sterile compounding garb 

8.0 GENERAL INFORMATION 

8.1 EM should flow from “clean” areas to “dirty” areas. 

9.0 PROCEDURE 


m cM-oip-0to 


9.1 

92 

9.3 


SOP 3.030 


Upon receipt of commercially prepared TSA contact plates or TSA strips, retain the 
manufacturer’s certificate of testing and conformance. 

Verify that the certificate of conformance documents the manufacturer’s testing of growth 
promotion. If documentation is not provided, quarantine the media and do not use until 
appropriate certification Is received. 

Document receipt of the media on the Receipt of TSA Strips/Contact Plates form 
(Attachment 1). 

9.3.1 Remove two plates from each new lot of media received for positive and negative 
controls. 


9.3.2 

9.3.3 


Label one plate "Positive" and the other plate “Negative," and write the date on 
each plate. 


Do not expose the agar surface of the “Negative” plate. Seal the strip/contact 
plate with a slide seal or tape/parafilm. 

ORIGINAL 
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9.3.4 Sample a known “dirty” area for the positive control (bottom of shoe, bare skin, 
carpet, etc.). Seal the strip/contact plate with a slide sea! or tape/parafilm. 

9.3.5 Incubate the positive/negative control for 72-84 hours at 20°C-25°C or room 
temperature, and then incubate for an additional 48-72 hours at 30°C-35°C. 

(Samples may be shipped to a contract lab for incubation and analysis.) 

9.3.6 If the positive control fails (no growth), the lot must be rejected. 

9.3.7 If the negative control fails (growth), a deviation must be written according to 
SOP 1.030, “Deviations - OOS.” 

9.3.8 Place the completed attachment 1 , along with the manufacturer’s certificates, in a 
designated binder. 

9.3.9 Store all acceptable media according to the manufacturer’s recommendation 
(usually 2°C-8°C) in a monitored refrigerator. 

Non-Viable Air Sampling 

9.4.1 Refer to the appropriate Clean Room Facility Air Sampling Log (Attachments 2 
and 4). 

9.4.2 Verify the air sampler is within calibration and document the manufacturer/model, 
serial number, and calibration due date on Attachments 2 and 4. 

9.4.3 Sanitize the air sampler exterior prior to entry into the clean room facility. 

9.4.4 Don all appropriate clean room garb and gloves as per SOP 9.090, “Required 
Garb for Clean Room Facility Access.” Be sure to periodically sanitize gloves 
with sterile 70% IPA while sampling. 

9.4.5 Prepare the air sampler according to the manufacturer’s instructions. The 
volume of air sampled in all areas will be one cubic foot. 

9.4.6 Place the air sampler in the desired location and turn on. Do not stand over the 
sampler while in operation. 

9.4.7 Perform non-viable air sampling beginning in the Class 100 (ISO Class 5) glove 
box, followed by the Class 10,000 (ISO Class 7) antechamber, then the Class 

10.000 (ISO Class 7) buffer/ preparation room and concluding in the Class 

100.000 (ISO Class 8) room. 

9.4.8 Record non-viable air sampling results on Attachments 2 and 4, and file all 
completed documents in the EM binder. 

Viable Air Sampling 

9.5.1 Refer to the appropriate Clean Room Facility Air Sampling Log (Attachments 2 
and 4). 

9.5.2 Obtain the appropriate quantity of media from storage. 

9.5.2. 1 Inspect each strip/plate and discard any damaged or contaminated 
media and replace. 

9.5.2. 2 Verify media is within expiration dating, and record media lot number 
and expiration date on Attachments 2 and 4. 

9.5.3 Verify the air sampler is within calibration and document the manufacturer/model, ■ - - 

serial number and calibration due date on Attachments 2 and 4. 

9.5.4 Sanitize the air sampler exterior prior to entry into the clean room f0E| IGINAL 
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9.5.5 Don all appropriate clean room garb and gloves as per SOP 9.090, "Required 
Garb for Clean Room Facility Access". Be sure to periodically sanitize gloves 
with sterile 70% IPA while sampling. 


9.5.6 Set up the air sampler according to the manufacturer’s instructions. 

9.5.7 The volume of air sampled in the Class 100 (ISO Class 5) area will be 284 liters 
(10 cubic feet) and ail other locations will be 142 liters (5 cubic feet). 

9.5.8 Perform viable air sampling beginning in the Class 100 (ISO Class 5) glove box, 
followed by the Class 10,000 (ISO Class 7) antechamber, then the Class 10,000 
(ISO Class 7) buffer/ preparation room and concluding in the Class 100,000 (ISO 
Class 8) room. 


9.5.8.1 Aseptically remove an agar strip/contact plate from its wrapper. Do not 
touch the agar surface (If agar is touched, discard the strip/contact 
plate and begin again). 

9.5. 8. 2 If using agar strips, slide the strip into the rotor at the guide plate with 
the agar surface facing inward until the strip closes the drum slot. If 
using contact plates aseptically remove the cap from the sampler and 
secure the plate between the metal prongs. 

9. 5. 8.3 Place the air sampler in the desired location and turn on. Do not 

stand over the sampler while in operation. 

9. 5.8.4 The air sampler will automatically turn off at the conclusion of the 
sampling period. 

9.5.8. 5 Aseptically remove the strip/contact plate from the sampler. Place the 
agar strip in its protective cover, or replace the lid of the contact plate. 

9.5. 8. 6 Seal the strip/contact plate with a slide seal or tape/parafilm. 

9.5.8. 7 Label the strip with the sample location and document on Attachments 
2 and 4. 


9.5.9 Incubate all exposed samples for 72-84 hours at 20°C-25°C or room 
temperature, and then incubate for an additional 48-72 hours at 30°C-35°C. 
(Samples may be shipped to a contract lab for incubation and analysis.) 
Document incubation time and temperatures on Attachments 2 and 4 in 
comments section. 

9.5.10 Record viable air sampling results on Attachments 2 and 4, and file all completed 
documents in the EM binder. 


9.6 


SOP 3.030 


Surface Sampling 

9.6.1 Refer to the appropriate Clean Room Facility Surface Sampling Log 
(Attachments 3 and 5). 


9.6.2 

9.6.3 


Surface samples of the Class 100 (ISO Class 5) area shall be taken weekly upon 
completion of sterile compounding arid prior to cleaning. 

Obtain the appropriate quantity of contact plates from storage. 


9.6, 3.1 
9.6.32 


Inspect each plate and discard any damaged or contaminated media 
and replace. 


Verify media is within expiration dating, and record media lot number 

and expiration date on Attachments 3 and 5. OR IGI N AL 
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9.6.4 Don all appropriate clean room garb and gloves as per SOP 9.090, "Required 
Garb for Clean Room Facility Access”. Be sure to periodically sanitize gloves 
with sterile 70% I PA while sampling. 

9.6.5 Sampling technique: 

9.6.5. 1 Aseptically remove the contact plate cover and hold the contact plate 
face down. Do not touch the agar surface (If agar is touched, discard 
the plate and begin again). 

9.6. 5.2 Gently touch the agar to the desired surface and roll the plate slightly 
to ensure complete contact with the surface. 

9. 6. 5.3 Replace the cover and seal the plate with tape/parafilm. 

9.6. 5.4 Record the site location on the base of the plate. Do not record any 
information on the cover of the plate. 

9.6. 5.5 Clean the sample site per SOP 3.020, "Cleaning and Maintenance of 
the Clean Room Facility," before proceeding to the next site. 

9.6.6 Incubate all exposed samples for 72-84 hours at 20°C-25°C or room 
temperature, and then incubate for an additional 48-72 hours at 30°C-35°C. 
(Samples may be shipped to a contract lab for incubation and analysis.) 
Document incubation times and temperatures on Attachments 3 and 5 in the 
comments section. 

9.6.7 Record surface sampling results on Attachments 3 and 5, and File all completed 
documents in the EM binder. 


9.7 


9.8 


SOP 3.030 


Confirm the Sterility of 70% I PA 


9.7.1 Refer to the appropriate Clean Room Facility Surface Sampling Log 
(Attachments 3 and 5). 

9.7.2 Obtain as many contact plates from storage as there are I PA bottles. 

9.7.2. 1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

9.7.2.2 Verify media is within expiration dating, and record media lot number 
and expiration date on Attachments 3 and 5. 

9.7.3 Aseptically remove the contact plate cover. Do not touch the agar surface (If 
agar is touched, discard the plate and begin again). 

9.7.4 Spray the surface of the agar with the sterile 70% I PA designated for use in the 
clean room. 


9.7.5 Replace the cover and seal the plate with tape/parafilm. 

9.7.6 Label the base of the plate with “IPA” and the IPA lot number/expiration date, Do 
not record any information on the cover of the plate, 

9.7.7 Incubate all exposed samples for 72-84 hours at 20°C-25°C or room 
temperature, and then incubate for an additional 48-72 hours at 30°C-35°C. 
(Samples may be shipped to a contract lab for incubation and analysis.) 
Document incubation times and temperatures on Attachments 3 and 5. 


9.7.8 Record results on Attachments 3 and 5, and file all completed documents in the 
EM binder 

ORIGINAL 
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9.8.1 Refer to the Clean Room Facility Personnel Touch Plate Log (Attachment 6). 

9.8.2 Obtain the appropriate quantity of contact plates from storage. 

9.8.2. 1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

9.8.2.2 Verify media is within expiration dating, and record media lot number 
and expiration date on Attachment 6. 

9.8.3 Record the compounder’s name on Attachment 6. 

9.8.4 After sterile compounding is completed for the day, and prior to cleaning, touch 
each gloved finger of the dominant hand to the agar surface, making certain not 
to re-touch areas. 

9.8.5 Replace the cover and seal the plate with tape/parafilm. 

9.8.6 Label the base of the contact plate with the date, the compounder’s initials and 
the hand sampled. 

9.8.7 Incubate all exposed samples for 72-84 hours at 20°C-25°C or room 
temperature, and then incubate for an additional 48-72 hours at 30°C-35°C. 
(Samples may be shipped to a contract lab for incubation and analysis.) 
Document incubation times and temperatures on Attachment 6. 

9.8.8 Record personnel monitoring results on Attachment 6, and file all completed 
documents in the EM binder. 

9.9 The Pharmacist-in-charge or the Quality Control Officer shall review EM data at least 

every six months to ensure no adverse trends exist. 

9.1 0 Alert and Action Limits 

9.10.1 Air Sampling (Viable and Non-Viable) 

9.10.1.1 Calculate the level of viable airborne particulates as CFU per cubic 
foot. 

9.10.1.2 Calculate the level of non-viable airborne particulates as a quantity of 
particles ^0.5^m in diameter per cubic foot. 

9. 1 0. 1 .3 The alert/action limits for air sampling should be derived from historical 
data. Until historical data can be determined, follow the 
guidelines provided by the USP Proposed Levels for Air and 
Surface Monitoring (Attachment 7). 

9.10.2 Surface and Personnel Monitoring 

9.10.2.1 Calculate the level of surface and personnel particles as CFU per 
contact plate. 

9. 10.2.2 The alert/action limits for surface and personnel monitoring should be 
derived from historical data. Until historical data can be 
determined, follow the guidelines provided by the USP Proposed 
Levels for Air and Surface Monitoring (Attachment 7). 


Investigation and Corrective Actions 

9.11.1 There will be no alert/action levels until historical data can be collected to 
set appropriate levels. Data should be collected for a minimum of one 
month prior to setting limits. After ne year the levels should he ■ ■ 
evaluated to take into account seasonal changes. OmIQINi 
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9.11.2 If an alert level is exceeded, corrective action may not be required, but records 
should demonstrate that a spike in normal levels was recognized. 

9.1 1 .3 If alert levels are consistently exceeding the limits (three consecutive samplings), 
the Pharmacist-in-charge or Quality Control Officer must be notified and 
investigation and corrective action should occur. This may include, but is not 
limited to, the following actions: 


9.1 1.3.1 Review of sanitation procedures (repeat if necessary) 

9.11.3.2 Review of sampling technique 

9.11.3.3 Review of clean room personnel 

9.11.3.4 Inspection of sampling media 

9.1 1 .4 If an excursion occurs above an action level, the Pharmacist-in-charge or Quality 
Control Officer must be notified and investigation and corrective action should 
occur. This may include, but is not limited to, the following actions: 

9.11.4.1 Identification of microbial isolates to determine origin 

9.1 1 .4.2 Review of pressure differential information 

9.1 1.4.3 Review of HEPA and clean room certification 

9.11.4.4 Review of Logs of Use, Maintenance and Cleaning (LUMACs) 

9.11.5 After the corrective action is taken, the area should be re-sampled three 
consecutive times. If all samples are within limits, approve the corrective action. 
If any sample fails, additional investigation is required. 


10.0 ATTACHMENTS 

10.1 Attachment 1 - Receipt of TSA Strips/Contact Plates 

10.2 Attachment 2 - Clean Room 1 Air Sampling Log 

1 0.3 Attachment 3 - Clean Room 2 Air Sampling Log 

10.4 Attachment 4 - Clean Room 1 Surface Sampling Log 

10.5 Attachment 5 - Clean Room 2 Surface Sampling Log 

10.4 Attachment 6 - Clean Room Facility Personnel Touch Plate Log 

10.5 Attachment 7 - USP Proposed Levels for Air and Surface Monitoring 

11.0 HISTORY 


Version 

Number 

Date Effective 

Description of Change 

Change Request 
Number 

1.0 

03-08-06 

New SOP. 

CR06012 

2.0 


Updated section 9.3 and attachment 1 to include 
positive/negative controls. Updated sample 
identification labels and schematic maps on 
attachments 2, 3, 4 and 5. 

CR06053 
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New Version: 
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Requested Implementation Date: (mark one) 

Less than 30 Days □ By Date: 

Annual SOP Review Requirements: (mark one) 

□ Complete review was performed to satisfy the requirements of SOP review (see page 2). 

^ Review limited to changes only, SOP review will need to be performed when scheduled. 

Check Training Requirements: (mark one) 

O^Read and Understand Memo □ Training Session Required 

Training Checklist: 

S^No Checklist is Required OR TC# has been reviewed and: 

□ No Changes are Required 

□ Checklist needs to be Written/Changes are 

Required -> TC change # 


Change Originator: AnfSC Avtll&no 
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SOP REVIEW FORM 

(Page 2 of 2) 


5P Number/Title: 


Date Effectives. Version: Last Reviewed 

SOP REVIEW - PLEASE CHECK THE FOLLOWING AS THEY ARE PERFORMED: 

□ 

□ 


Ensure thaKttie purpose, scope, responsibilities, definitions, and general information 
sections are still accurate and current. 


Ensure that the responsible functional area groups are consistent with current 
organizational structure. 

□ Check references to e)teure that they still apply, that the titles have not changed, and that 
the references to docum\its within the text are correct. 

□ Verify that all materials, equ^ment, reagents, etc. called for in the procedure are still 
available and are being used. 

□ Ensure that the current practice ’^reflected accurately in the procedure section of the 

s° p . 

□ Ensure that the procedure addresses wpat action to take if the task has unacceptable 
results. 

□ Ensure that all documentation requirement^^ storage/archival requirements are 
reflected in the SOP. 

□ Ensure that all attachments continue to be accurakand reflect current practices. 


CHOOSE THE STATEMENT THAT APPLIES: 

I have reviewed the above mentioned procedure and: 

□ No changes need to be implemented. 

□ SOP Change Request is attached to update the procedure, Change Request Log 
Number CR 

□ SOP should be obsoleted, Change Request Log Number CR 


SOP Review Performed By: 


Date: 
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CLEAN ROOM 1 AIR SAMPLING LOG 


Autodevc 


Bench 

1AR1A 


9nk 


Otov'O Do* 

1GB1A 



Bench 



1GB2A 


1AR3A 



NON -VIABLE SAMPLES VIABLE SAMPLES 


Sample 

Location 

Results 

(Particles/ft 3 ) 

Pass/Fail 

Incubation Dates 
(If Applicable) 

Results 

(CFU) 

Pass/Fail 

1GB1A 

ISO Class 5 Glove 
Box 


□p 

□f 



□p 

□f 

1GB2A 

ISO Class 5 Glove 
Box 


□p 

□f 



□p 

□f 

1AR1A 

ISO Class 7 Room 


□p 

Of 



□p 

□f 

1AR2A 

ISO Class 7 Room 


□p 

□f 



Dp 

□f 

1AR3A 

ISO Class 7 Room 


Op 

□f 



Op 

□f 


Non-Viable Air Sampler 

Mfg./Model: 

Serial #: Calibration Due: 

Viable Air Sampler 

Mfg./Model: 

Serial #: Calibration Due: 

Media Lot #/Expiration Date: 

Comments: 


Performed By: 
Reviewed By: 


SOP 3.030 


Date: 

Date: 


New England Compounding Center 
Attachment 2 
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CLEAN ROOM 2 AIR SAMPLING LOG 



Sample 

* 


NON-VIABLE SAMPLES 

VIABLE SAMPLES 

Location 

Results 

(Particles/ft 3 ) 

Pass/Fail 

Incubation Dates 
(If Applicable) 

Resulte 

(CFU) 

Pass/Fail 

2GB1A 

ISO Class 5 Glove 


□p 

□f 



□p 

□f 

Box 




2GB2A 

ISO Class 5 Glove 


□p 

□f 



□p 

□f 

Box 




2AR1A 

ISO Class 7 Room 


□p 

□f 



□p 

□f 




2AR2A 

ISO Class 7 Room 


□p 

□f 



□p 

□f 




2AR3A 

ISO Class 7 Room 


□p 

□f 



□p 

□f 




2AR4A 

ISO Class 8 Room 


□p 

□f 



□p 

□f 





Non-Viable Air Sampler 

Mfg. /Model: 

Serial #: Calibration Due: 

Viable Air Sampler 

Mfg./Model: 

Serial#: Calibration Due: 

Media Lot #/Expiration Date: 

Comments: 


Performed By: 
Reviewed By: _ 


SOP 3.030 


New England Compounding Center 
Attachment 3 


Date: 

Date: 


ORIGINAL 

if. 

Version 2.0 
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CLEAN ROOM 1 SURFACE SAMPLING LOG 


1AR1S 


Artftchomber 

1AC1S 

Gtovs Box 

1GB1S 


1AC3S 


1GB2S 


1AR3S 


Sample 


Location 


Media Lot #/Expiration Date: 
Comments: 


Incubation Dates 
(If Applicable) 


Results (CFU) Pass/Fail 


1GB1S 

ISO Class 5 Glove Box 

□p 

□f 

1GB2S 

ISO Class 5 Glove Box 

□P 

□f 

1AC1S 

ISO Class 7 Antechamber 

□p 

□f 

1AC2S 

ISO Class 7 Antechamber 

□p 

□f 

1AC3S 

ISO Class 7 Antechamber 

□p 

□f 

1AR1S 

ISO Class 7 Room 

□p 

□f 

1AR2S 

ISO Class 7 Room 

□p 

□f 

1AR3S 

ISO Class 7 Room 

□p 

□f 

1IPA 

Sterile 70% IPA 

□p 

□f 


Performed By: 
Reviewed By: 


SOP 3.030 


Date: 

Date: 
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CLEAN ROOM 2 SURFACE SAMPLING LOG 



Sample 

Location 

K, 

incubation Dates 
(if Applicable) 

Results (CFU) 

Pass/Fail 

■;> 

2GB1S 

ISO Class 5 Glove Box 



□p 

□f 



2GB2S 

ISO Class 5 Glove Box 



□p 

□f 



2AQ1S 

ISO Class 7 Antechamber 



□p 

□f 



2AC2S 

ISO Class 7 Antechamber 



□p 

□f 



2AC3S 

ISO Class 7 Antechamber 



□p 

□f 



2AC4S 

ISO Class 7 Antechamber 



□p 

□f 



2AR1S 

ICrt Irjcc 7 Dnnm 



□p 

□f 

lou V/iaSS / r\uom 



2AR2S 

ISO Class 7 Room 



□p 

□f 



2AR3S 

1 0 A 7 DAAm 



□p 

□f 

loU L/taSS / KOOm 



2AR4S 

ISO Class 8 Room (Shelf) 



□p 

□f 



2IPA 

Sterile 70% IPA 



□p 

□f 




Media Lot #/Expiration Date: 
Comments: 


Performed Bv: 

Date: 

Reviewed Bv: 

Date: 
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CLEAN ROOM FACILITY PERSONNEL TOUCH PLATE LOG 
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LEVELS FOR AIR AND SURFACE MONITORING 


Note: Alert/Action Levels are to be determined after historical data is collected. 


Levels for Air Sampling 


Classifications 

Non-Viable 

Particles 

(>0.5|jm/ft 3 ) 

Viable Particles 
(CFU/ft 3 ) 

Alert Level 

•Action Level 

■- - V. - 

Critical Areas 

Class 100 (ISO Class 5) 

100 

<0.1 

N/A 

N/A 

Non-Critical Areas 
Class 1,000- 10,000 

1,000-10,000 

<0.5 

N/A 

N/A 

(ISO Class 6 -7) 





Support Areas 

Class 100,000 

100,000 

<2.5 

N/A 

N/A 


(ISO Class 8) 


Levels for Surface Sampling 



Surface 

Personnel 



Classifications 

Monitoring 

(CFU/contact 

Monitoring 

(CFU/contact 

Alert Level 

Action Level 


plate)* 

plate)* 



Critical Areas 

Q 

3 - gloves 

N/A 

N/A 

Class 100 (ISO Class 5) 

J 

(5 - mask/gloves) 

Non-Critical Areas 
Class 1,000 -10,000 
(ISO Class 6 -7) 

5 

(10 including floor) 

5 - gloves 
(10- mask/gloves) 

N/A 

N/A 

Support Areas 

Class 100,000 
(ISO Class 8) 

20 

(30 including floor) 

15 - gloves 
(30 - mask/gloves) 

N/A 

N/A 


(‘Contact plate areas vary from 24 to 30 square centimeters. When swabbing is used in sampling, the 
area covered should be greater than or equal to 24cm 2 but no larger than 30cm 2 .) 
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1.0 PURPOSE 

1.1 The purpose of this procedure is to establish requirements for non-viable and viable 
environmental monitoring (EM) of the clean room facility. 

2.0 SCOPE 

2.1 This procedure applies to the New England Compounding Center clean room facility 
under conditions that meet or exceed state and federal guidelines as outlined by the 
United States Pharmacopeia <797>. 

2.2 This procedure must be followed to reduce the amount of particulate matter and airborne 
microbial contamination. 

3.0 RESPONSIBILITY 

3.1 The Pharmacist-in-charge shall supervise this procedure and document that ail personnel 
responsible for EM of the clean room facility comply with this procedure. 

4.0 REFERENCES 

4.1 USP Current Version <797> “Pharma ceutical Compounding - Sterile Preparations" 

4.2 USP Current Version <1 1 16> "Microbiological Evaluation of Clean Rooms and Other 
Controlled Environments” 

4.3 ISO 14644-4 "Clean Rooms and Associated Controlled Environments, Part 4” 

4.4 SOP 1 .030 “Deviations - QOS" * ' ( flatted: Bullets and Numberinjn 

4.5 SOP 3.010 “Sterile Compounding Area Requirements" 

4.6 SOP 3.020 “Cleaning and Maintenance of the Clean Room Facility" 

4.7 SOP 9.090 “Required Garb for Clean Room Facility Access" 

5.0 DEFINITIONS 

5.1 CFU - Colony forming unit 

5.2 Non-Viable Air Sampler - Device used to provide quantitative analysis of all airborne 
particles ^O.Spm in diameter 

5.3 Viable Air Sampler - Device used to provide quantitative analysis of viable airborne 
viable 

5.4 Surface Contact Plate - Device of known surface area providing a convex surface to 
remove viable particles from a flat work surface 

5.5 ISO Classifications 

5.5.1 ISO Class 5 is equivalent to Class 100. 

5.5.2 ISO Class 6 is equivalent to Class 1 ,000. 

5.5.3 ISO Class 7 is equivalent to Class 10,000. 

5.5.4 ISO Class 8 is equivalent to Class 100,000. 

f Deleted^ 1 ] 
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5.6 Alert Level - Signals a potential drift from normal operating conditions when normal 
levels of viable/non-viable particulate in a controlled environment are exceeded; reaching 
alert level does not require investigation 

5.7 Action Level - Signals a potential drift from normal operating conditions when normal 
levels of viable/non-viable particulate in a controlled environment are exceeded; reaching 
action level requires an investigation and corresponding corrective action 

6.0 FREQUENCY 

6.1 Personnel touch plates shall be sampled once per person daily upon completion of sterile 
compounding and prior to cleaning. 

6.2 Surface sampling in the Class 100 (ISO Class 5) area shall be performed weekly upon 
completion of sterile compounding and prior to cleaning. 

6.3 Sterility of 70% isopropyl alcohol (IPA) will be confirmed weekly. 

6.4 Viable and non-viable air sampling shall be performed at least every six months. 

6.5 The Pharmacist-in-charge or the Quality Control Officer shall review EM data at least 
every six months to ensure no adverse trends exist. 

7.0 EQUIPMENT & SUPPLIES 

7.1 Contracted third party (if applicable) 

7.2 TSA contact plates containing lecithin and polysorbate 80 

7.3 TSA strips for viable air samplers (if applicable) 

7.4 Viable air samplers with sterilized impeller and shroud (BioTest RCS or equivalent) 

7.5 Non-viable air sampler (Met One or equivalent) 

7.6 Appropriate user manuals 

7.7 Sterile compounding garb 

8.0 GENERAL INFORMATION 

8.1 EM should flow from “clean" areas to “dirty” areas. 

9.0 PROCEDURE 

9.1 Upon receipt of commercially prepared TSA contact plates or TSA strips, retain the 
manufacturer's certificate of testing and conformance. 

9.2 Verify that the certificate of conformance documents the manufacturer’s testing of growth 
promotion. If documentation is not provided, quarantine the media and do not use until 
appropriate certification is received. 

9.3 Document receipt of the media on the Receipt of TSA Strips/Contact Plates form 

(Attachment 1)^ 

9.3.1 Remove two plates from each new lot of media received for positive and negative 
controls. 

9.3.2 Label one plate ‘Positive* and the other plate "Negative.” and write the date on 
each plate 

9.3.3 Do not expose the agar surface of the “Negative" plate. Seal the strip/contact 
plate with a slide seal or tape/parafilm. 

( Deleted: 1 J 


( Formatted: Bullets and Numbering 

Deleted: and place the form along 
with the manufacturers certificates in 
a designated binder 


SOP 3.030 


New England Compounding Center 
Page 2 of 14 


Version £0 , ’ 


174756 29 16 000489 


FDA P00095783 





TITLE: ENVIRONMENTAL MONITORING OF THE CLEAN ROOM FACILITY 
SOP NUMBER: 3.030 VERSION NUMBER: £0 

Date Effective: 


" ' ' { deleted: 1 


9.3.4 

Sample a known “dirty* area for the positive control /bottom of shoe, bare skin. 


carpet, etc.L Seal the strip/contact elate with a slide seal or tape/parafilm. 

9.3.5 

Incubate the oositive/neaative control for 72-84 hours at 20°C-25°C or room 


temperature, and then incubate for an additional 48-72 hours at 30°C-35°C. 


(Samples mav be shipped to a contract lab for incubation and analysis ) 

9.3.6 

If the positive control fails (no growth ), the lot must be reiected. 

9.3.7 

If the negative control fails (arowth), a deviation must be written accordina to 


SOP 1 .030, “Deviations - QOS ' 

9.3.8 Place the completed attachment 1 . along with the manufacturers certificates, in a 
designated binder. 

9.3.9 Store ail acceptably media according to the manufacturer’s recommendation ... , foei^etiedi^The ] 

(usually 2°C-8°C) in a monitored refrigerator. 

9.4 Non-Viable Air Sampling 

9A1 Refer to the appropriate Clean Room Facility Air Sampling Log (Attachments 2 

and 4). 

9.4.2 V erify the air sampler is within calibration and document the manufacturer/model, 
serial number, and calibration due date on Attachments 2 and 4. 

9.4.3 Sanitize the air sampler exterior prior to entry into the clean room facility. 

9.4.4 Don all appropriate clean room garb and gloves as per SOP 9.090, “Required 
Garb for Clean Room Facility Access.” Be sure to periodically sanitize gloves 
with sterile 70% I PA while sampling. 

9.4.5 Prepare the air sampler according to the manufacturer’s instructions. The 
volume of air sampled in all areas will be one cubic foot. 

9.4.6 Place the air sampler in the desired location and turn on. Do not stand over the - - 

sampler while in operation. 

9.4.7 Perform non-viable air sampling beginning in the Class 100 (ISO Class 5) glove 
box, followed by the Class 10,000 (ISO Class 7) antechamber, then the Class 

10.000 (ISO Class 7) buffer/ preparation room and concluding in the Class 

100.000 (ISO Class 8) room. 

9.4.8 Record non-viable air sampling results on Attachments 2 and 4, and file all 
completed documents in the EM binder. 

9.5 Viable Air Sampling 

9.5.1 Refer to the appropriate Clean Room Facility Air Sampling Log (Attachments 2 
and 4). 

9.5.2 Obtain the appropriate quantity of media from storage. 

9.5.2.1 Inspect each strip/plate and discard any damaged or contaminated 
media and repiace. 

9 5.2.2 V erify media is within expiration dating, and record media lot number 
and expiration date on Attachments 2 and 4. 

9.5.3 V erify the air sampler is within calibration and document the manufaeturer/modei, 
serial number and calibration due date on Attachments 2 and 4. 

9.5.4 Sanitize the air sampler exterior prior to entry into the clean room facility. . . 
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9.5.5 Don all appropriate clean room garb and gloves as per SOP 9.090, "Required 
Garb for Clean Room Facility Access”. Be sure to periodically sanitize gloves 
with sterile 70% IPA while sampling. 

9.5.6 Set up the air sampler according to the manufacturer's instructions. 

9.5.7 T he volume of air sampled in the Class 100 (ISO Class 5) area will be 284 liters 
(10 cubic feet) and all other locations will be 142 liters (5 cubic feet). 

9,5.5 Perform viable air sampling beginning in the Class 100 (ISO Class 5) glove box, 
followed by the Class 10,000 (ISO Class 7) antechamber, then the Class 10,000 
(ISO Class 7) buffer/ preparation room and concluding in the Class 100,000 (ISO 
Class 8) room. 

9-5.8, 1 A septicallv remove an agar strip/contact plate from its wrapper. Do not 
touch the agar surface (If agar is touched, discard the strip/contact 
plate and begin again). 

9.5. 8.2 If using agar strips, slide the strip into the rotor at the guide plate with 
the agar surface facing inward until the strip closes the drum slot. If 
using contact plates aseptically remove the cap from the sampler and 
secure the plate between the metal prongs. 

9.5 8.3 Place the air sampler in the desired location and turn on. Do not 
stand over the sampler while in operation. 

9.S.8.4 The air sampler will automatically turn off at the conclusion of the 
sampling period. 

9 5.8.5 A septicallv remove the strip/contact plate from the sampler. Place the 
agar strip in its protective cover, or replace the lid of the contact plate. 

9.5.8.6 Seal the strip/contact plate with a slide seal or tape/parafilm. 

9.5. 8. 7 Label the strip with the sample location and document on Attachments 
2 and 4. 

9.5.9 Incubate all exposed samples for 72-84 hours at 20°C-25°C or room 
temperature, and then incubate for an additional 48-72 hours at 30°C-35°C. 

(Samples may be shipped to a contract lab for incubation and analysis.) 

Document incubation time and temperatures on Attachments 2 and 4 in 
comments section. 

9.5.10 Record viable air sampling results on Attachments 2 and 4, and file all completed . . 

documents in the EM binder. 

9.6 S urface Sampling 

9.6.1 Refer to the appropriate Clean Room Facility Surface Sampling Log 
(Attachments 3 and 5). 

9.6.2 Surface samples of the Class 100 (ISO Class 5) area shall be taken weekly upon 
completion of sterile compounding and prior to cleaning. 

9.6.3 Obtain the appropriate quantity of contact plates from storage. 

9.6.3. 1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

9 6.3.2 V erify media is within expiration dating, and record media lot number 
and expiration date on Attachments 3 and 5. 
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9.6.4 Don all appropriate clean room garb and gloves as per SOP 9.090, "Required 
Garb for Clean Room Facility Access”. Be sure to periodically sanitize gloves 
with sterile 70% I PA while sampling. 

9.6.5 Sampling technique: 

9.6.5. 1 Asepticallv remove the contact plate cover and hold the contact plate 
face down. Do not touch the agar surface (If agar is touched, discard 
the plate and begin again). 

9.6.5.2 Gently touch the agar to the desired surface and roll the plate slightly 
to ensure complete contact with the surface. 

9.6.5. 3 Replace the cover and seal the plate with tape/parafilm. 

9.6. 5.4 Record the site location on the base of the plate. Do not record any 
information on the cover of the plate. 

9.6.5. 5 C lean the sample site per SOP 3.020, “Cleaning and Maintenance of 
the Clean Room Facility,” before proceeding to the next site. 

9.6.6 Incubate all exposed samples for 72-84 hours at 20°C-25°C or room 
temperature, and then incubate for an additional 48-72 hours at 30°C-35°C. 
(Samples may be shipped to a contract lab for incubation and analysis.) 
Document incubation times and temperatures on Attachments 3 and 5 in the 
comments section. 

9.6.7 Record surface sampling results on Attachments 3 and 5, and file all completed 
documents in the EM binder. 

97 Confirm the Sterility of 70% IPA 

9.7. 1 Refer to the appropriate Clean Room Facility Surface Sampling Log 
(Attachments 3 and 5). 

9.7.2 Obtain as many contact plates from storage as there are IPA bottles. 

9.7.2. 1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

9. 7.2. 2 V erify media is within expiration dating, and record media lot number 
and expiration date on Attachments 3 and 5. 

9.7.3 A septicallv remove the contact plate cover. Do not touch the agar surface (If 
agar is touched, discard the plate and begin again). 

9.7 4 Spray the surface of the agar with the sterile 70% IPA designated for use in the 

clean room. 

9.7.5 Replace the cover and seal the plate with tape/parafilm. 

9.7.6 Label the base of the plate with “IPA” and the IPA lot number/expiration date. Do 
not record any information on the cover of the plate. 

97.7 incubate all exposed samples for 72-84 hours at 20°C-25°C or room 
temperature, and then incubate for an additional 48-72 hours at 30°C-35°C. 
(Samples may be shipped to a contract lab for incubation and analysis.) 
Document incubation times and temperatures on Attachments 3 and 5. 

9.7.8 Record results on Attachments 3 and 5, and file all completed documents in the 
EM binder. 

9.8 Personnel Monitoring 
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9.8.1 Refer to the Clean Room Facility Personnel Touch Plate Log (Attachment 6). 

9.8.2 Obtain the appropriate quantity of contact plates from storage. 

9.8.2. 1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

| 9.8.2 2 Verify media is within expiration dating, and record media lot number 

and expiration date on Attachment 6. 

1 9.8.3 Record the compounder's name on Attachment 6. 

I 9.8.4 A fter sterile compounding is completed for the day, and prior to cleaning, touch 

each gloved finger of the dominant hand to the agar surface, making certain not 
to re-touch areas. 

9.8.5 Replace the cover and seal the plate with tape/parafilm. 

9.8.6 Label the base of the contact plate with the date, the compounder's initials and 
the hand sampled. 

| 9.8.7 Incubate all exposed samples for 72-84 hours at 20°C-25°C or room 

temperature, and then incubate for an additional 48-72 hours at 30°C-35°C. 
(Samples may be shipped to a contract lab for incubation and analysis.) 
Document incubation times and temperatures on Attachments. 

| 9.8.8 Record personnel monitoring results on Attachment 6, and file all completed 

documents in the EM binder. 

| 9.9 The Pharmacist-in-charge or the Quality Control Officer shall review EM data at least 

every six months to ensure no adverse trends exist. 

9. 10 Alert and Action Limits 

9.10.1 A ir Sampling (Viable and Non-Viable) 

9.10.1.1 Calculate the level of viable airborne particulates as CFU per cubic 
foot. 

[ 9.10.1.2 Calculate the level of non-viable airborne particulates as a quantity of 

particles sO.S^m in diameter per cubic foot. 

| 9.10.1.3 T he alert/action limits for air sampling should be derived from historical 

data. Until historical data can be determined, follow the 
guidelines provided by the USP Proposed Levels for Air and 
Surface Monitoring (Attachment 7). 

9.10.2 Surface and Personnel Monitoring 

9.10.2.1 C alculate the level of surface and personnel particles as CFU per 
contact plate. 

| 9.10.2.2 T he alert/action limits for surface and personnel monitoring should be 

derived from historical data. Until historical data can be 
determined, follow the guidelines provided by the USP Proposed 
Levels for Air and Surface Monitoring (Attachment 7). 

9.11 Investigation and Corrective Actions 

9.11.1 T here will be no alert/action levels until historical data can be collected to 
set appropriate levels. Data should be collected for a minimum of one 
month prior to setting limits. After one year the levels should be re- 
evaluated to take into account seasonal changes. 
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| 9.11.2 If an alert level is exceeded, corrective action may not be required, but records 

should demonstrate that a spike in normal levels was recognized. 

I 9.11.3 If alert levels are consistently exceeding the limits (three consecutive samplings), 

the Pharmacist-in -charge or Quality Control Officer must be notified and 
investigation and corrective action should occur. This may include, but is not 
limited to, the following actions: 

9.11.3.1 Review of sanitation procedures (repeat if necessary) 

9.11.3.2 Review of sampling technique 

9.11.3.3 Review of clean room personnel 

9.11.3.4 Inspection of sampling media 

9 114 If an excursion occurs above an action level, the Pharmacist-in-charge or Quality 
Control Officer must be notified and investigation and corrective action should 
occur. This may include, but is not limited to, the following actions: 

9.11.4.1 Identification of microbial isolates to determine origin - - 

9.11.4.2 Review of pressure differential information 

9.11.4.3 Review of HEPA and dean room certification 

9.11.4.4 Review of Logs of Use, Maintenance and Cleaning (LUMACs) 

9.115 After the corrective action is taken, the area should be re-sampled three 

consecutive times. If all samples are within limits, approve the corrective action, 

If any sample fails, additional investigation is required. 

10.0 ATTACHMENTS 

10.1 Attachment 1 - Receipt of TSA Strips/Contact Plates 

10.2 Attachment 2 - Clean Room 1 Air Sampling Log 

10.3 Attachment 3 - Clean Room 2 Air Sampling Log 

10.4 Attachment 4 - Clean Room 1 Surface Sampling Log 

10.5 Attachment 5 - Clean Room 2 Surface Sampling Log 

10.4 Attachment 6 - Clean Room Facility Personnel Touch Plate Log 

10.5 Attachment 7 - USP Proposed Levels for Air and Surface Monitoring 
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CLEAN ROOM 1 AIR SAMPLING LOG 



MfgVModel: * ' ' 

Serial #: Calibration Due: 

.Viable Air Sampler _ ( Deleted: H ) 

Mfg./Model: 

Serial U: Calibration Due: 

Media Lot #/Expiration Date: 

Comments: 
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Performed By: Date: , 
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CLEAN ROOM 2 AIR SAMPLING LOG 



Non-Viable Air Sampler 

Mfg./Model: 

Serial #: Calibration Due: 

j .Viable Air Sampler ( Deleted: n ) 

Mfg./Model: 

Serial #: Calibration Due: . - 

Media Lot#/Expiration Date: 

Comments; 


performed By: Date: 

Reviewed By: Date: 
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CLEAN ROOM 1 SURFACE 




Media Lot#/Expiration Date: 

Comments: 

performed By: 

Reviewed By: 
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LOG 
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Sample Location 

2GB1S T “ ISO Class's Gbve Box ~ 

2GB2S T rSOCias S '5GVve Box “ 

2AC1S iS0 Class 7 Antechamber 

2AC2S ISO Class 7 Antechamber 

2AC3S ISO Class 7 Antechamber 

? .... _ 

2AC4S ISO Class 7 Antechamber 

V ... 

2AR1S ISO Class 7 Room 

2AR2S ISO Class 7 Room 

2AR3S ISO Class 7 Room 

j 2AR4S ISO Class B Room (Shelf) 

| 2£A Sterile 70% I PA 

Media Lot#/Expiration Date; 

Comments: 


Incubation Dates 
(If Applicable) 


Results (CFU) Pass/Fail: 


Op 

□f 

□p 

□f 

□p 

□f 

□V 

□f 

OP 

□f 

□p 
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□p 
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CLEAN ROOM FACILITY PERSONNEL TOUCH PLATE LOG 


Media Lot # and 
Expiration Date 

Compounder 

Incubation 
Start Date 

Incubation 
End Date 

Results 

(CFU) 

Rass/Fail 






□ P OF 






□ P DF 






PP PF 






□ P DF 






□ P OF 






□ P OF 






□ P DF 






□ P EOF 






□ P DF 






□P PF 
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USP PROPOSED LEVELS FOR AIR AND SURFACE MONITORING 


Note: Alert/Action Levels are to be determined after historical data is collected. 


Levels for Air Sampling 


Classifications 

Non-Viable 

Particles 

(^O^m/ft 3 ) 

Viable Particles 
(CFU/ft 3 ) 

Alert Level 

Action Level 

Critical Areas 

Class 100 (ISO Class 5) 

100 

< 0.1 

N/A 

N/A 

Non-Critfcal Areas 

Class 1,000-10,000 

1 . 000 - 10,000 

<0.5 

n/a 

N/A 

(ISO Class 6 -7) 





Support Areas 

Class 100,000 

100,000 

<2.5 

N/A 

N/A 


(ISO Class 8) 


Levels for Surface Sampling 



Surface 

Personnel 



Classifications 

Monitoring 

(CFU/contact 

Monitoring 

(CFU/contact 

Alert Level 

Action Level 


plate)* 

plate)* 



Critical Areas 

3 

3 - gloves 

N/A 

N/A 

Class 100 (ISO Class 5) 


(5 - mask/gloves) 

Non-Critical Areas 

Class 1,000 - 10,000 
(ISO Class e- 7) 

5 

(10 including floor) 

5 - gloves 
( 10 - mask/gloves) 

N/A 

N/A 

Support Areas 

Class 100,000 
(ISO Class 8 ) 

20 

(30 including floor) 

1 5 - gloves 
(30 - mask/gloves) 

N/A 

N/A 


(‘Contact plate areas vary from 24 to 30 square centimeters. When swabbing is used in sampling, the 
area covered should be greater than or equal to 24cm z but no larger than 30cm 2 .) 


( Deleted: 1 


1 


SOP 3.030 


New England Compounding Center 
Attachment 7 


Version £. 0 / 


174756 29 16 000501 


FDA P000957 95 



SOP CHANGE REQUEST 

(Page 1 of 2) 


Check one: 13'1'lew □ Change Change Request Log Number: CK-(Xi>0L3- 

SOP Number/Title: 3-030 tAomtWiry;^ nf -VW CWCh 

t2.ooyvi Fcac* \\-V 


Version of SOP being changed: . 


New Version: 


Description/Text of Change: (see attached Changed Document) 

QjuO SOP 


Reason for Change Request: 

N)<uo SOP 


Supp rting Documentation: (mark one) 


G^None Required 


□ Attached reference (specify): . 


R que ted Implementation Date: (mark one) 


Gf Less than 30 Days O By Date: 

aaTSOPReview Requirements: (mark one) 

□ Complete revievTwai^rftxmedJ^ 


ify the requirements of SOP review (see page 2). 


□ Review limited to changes only, SOP review will need to be | 


Iwhen scheduled. 


Check Training Requirements: (mark one) 


O^Read 


and Understand Memo 


Training Checklist: 


□ Training Session Required 


E ( No Checklist is Required OR TC#_ 


has been reviewed and: 


O No Changes are Required 

□ Checklist needs to be Written/Changes are 
Required TC change# 


Change Originator: AAJlTLCno 

Printed Name 


Quality Control: 


C Hinted Name 


.Oak, 


New England Compounding Center 


03-01-0 U 

Date 

O r b~Of-oU 


ORIGINAL 

lift tfl'O'X*’ 


Attachment 1 


174756 29 16 000502 


FDA P00095796 




TITLE: ENVIRONMENTAL MONITORING OF THE CLEAN ROOM FACILITY 

SOP NUMBER: 3.030 

VERSION NUMBER: 1.0 

Authorized By: (X^D^< 2 vo 

Date: Q'i-Cfl-Ob De P t: LAS 

Written By: Anne Avezzano ^ 

Date: 02-14-05 

Reviewed By: J^> 

Date: O 'V- O 

Date Effective: 


1.0 PURPOSE 

1.1 The purpose of this procedure is to establish requirements for non-viable and viable 
environmental monitoring (EM) of the clean room facility. 

2.0 SCOPE 

2.1 This procedure applies to the New England Compounding Center clean room facility 
under conditions that meet or exceed state and federal guidelines as outlined by the 
United States Pharmacopeia <797>. 

2.2 This procedure must be followed to reduce the amount of particulate matter and airborne 
microbial contamination. 

3.0 RESPONSIBILITY 

3.1 The Pharmacist-in-charge shall supervise this procedure and document that all personnel 
responsible for EM of the clean room facility comply with this procedure. 

4.0 REFERENCES 

4.1 USP Current Version <797> “Pharmaceutical Compounding - Sterile Preparations” 

4.2 USP Current Version <1 1 16> “Microbiological Evaluation of Clean Rooms and Other 
Controlled Environments” 

4.3 ISO 14644-4 “Clean Rooms and Associated Controlled Environments, Part 4” 

4.4 SOP 3.010 "Sterile Compounding Area Requirements” 

4.5 SOP 3.020 "Cleaning and Maintenance of the Clean Room Facility” 

4.6 SOP 9.090 "Required Garb for Clean Room Facility Access” 

5.0 DEFINITIONS 

5.1 CFU - Colony forming unit 

5.2 Non-Viable Air Sampler - Device used to provide quantitative analysis of all airborne 
particles ^O.Sjum in diameter 

5.3 Viable Air Sampler - Device used to provide quantitative analysis of viable airborne 
viable 


5.4 

5.5 


SOP 3.030 


Surface Contact Plate - Device of known surface area providing a convex surface to 
remove viable particles from a flat work surface 

ISO Classifications 

5.5.1 ISO Class 5 is equivalent to Class 100. 

5.5.2 ISO Class 6 is equivalent to Class 1 ,000. 

5.5.3 ISO Class 7 is equivalent to Class 10,000. 

5.5.4 ISO Class 8 is equivalent to Class 100,000. 
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5.6 Alert Level - Signals a potential drift from normal operating conditions when normal 
levels of viable/non-viable particulate in a controlled environment are exceeded; reaching 
alert level does not require investigation 

5.7 Action Level - Signals a potential drift from normal operating conditions when normal 
levels of viable/non-viable particulate in a controlled environment are exceeded; reaching 
action level requires an investigation and corresponding corrective action 

6.0 FREQUENCY 

6.1 Personnel touch plates shall be sampled once per person daily upon completion of sterile 
compounding and prior to cleaning. 

6.2 Surface sampling in the Class 100 (ISO Class 5) area shall be performed weekly upon 
completion of sterile compounding and prior to cleaning. 

6.3 Sterility of 70% isopropyl alcohol (IPA) will be confirmed weekly. 

6.4 Viable and non-viable air sampling shall be performed at least every six months. 

6.5 The Pharmacist-in-charge or the Quality Control Officer shall review EM data at least 
every six months to ensure no adverse trends exist. 

7.0 EQUIPMENT & SUPPLIES 

7.1 Contracted third party (if applicable) 

7.2 TSA contact plates containing lecithin and polysorbate 80 

7.3 TSA strips for viable air samplers (if applicable) 

7.4 Viable air samplers with sterilized impeller and shroud (BioTest RCS or equivalent) 

7.5 Non-viable air sampler (Met One or equivalent) 

7.6 Appropriate user manuals 

7.7 Sterile compounding garb 

8.0 GENERAL INFORMATION 

8.1 EM should flow from “clean" areas to “dirty” areas. 

9.0 PROCEDURE 


9.1 

9.2 


SOP 3.030 


Upon receipt of commercially prepared TSA contact plates or TSA strips, retain the 
manufacturer’s certificate of testing and conformance. 

Verify that the certificate of conformance documents the manufacturer’s testing of growth 
promotion. If documentation is not provided, quarantine the media and do not use until 
appropriate certification is received. 

9.2.1 Document receipt of the media on the Receipt of TSA Strips/Contact Plates form 
(Attachment 1) and place the form along with the manufacturer’s certificates in a 
designated binder. 

9.2.2 Store the media according to the manufacturer’s recommendation (usually 2°C- 
8°C) in a monitored refrigerator. 


Non-Viable Air Sampling 


9.3.1 


Refer to the appropriate Clean Room Facility Air Sampling Log (Attachments 2 
and 4). 
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9.3.2 Verify the air sampler is within calibration and document the manufacturer/model, 
serial number, and calibration due date on Attachments 2 and 4. 

9.3.3 Sanitize the air sampler exterior prior to entry into the clean room facility. 

9.3.4 Don all appropriate clean room garb and gloves as per SOP 9.090, '‘Required 
Garb for Clean Room Facility Access.” Be sure to periodically sanitize gloves 
with sterile 70% IPA while sampling. 

9.3.5 Prepare the air sampler according to the manufacturer’s instructions. The 
volume of air sampled in all areas will be one cubic foot. 

9.3.6 Place the air sampler in the desired location and turn on. Do not stand over the 
sampler while in operation. 

9.3.7 Perform non-viable air sampling beginning in the Class 100 (ISO Class 5) glove 
box, followed by the Class 10,000 (ISO Class 7) antechamber, then the Class 

10.000 (ISO Class 7) buffer/ preparation room and concluding in the Class 

100.000 (ISO Class 8) room. 

9.3.8 Record non-viable air sampling results on Attachments 2 and 4, and file all 
completed documents in the EM binder. 

9.4 Viable Air Sampling 

9.4.1 Refer to the appropriate Clean Room Facility Air Sampling Log (Attachments 2 
and 4). 

9.4.2 Obtain the appropriate quantity of media from storage. 

9.4.2. 1 Inspect each strip/plate and discard any damaged or contaminated 
media and replace. 

9.4. 2. 2 Verify media is within expiration dating, and record media lot number and 
expiration date on Attachments 2 and 4. 

9.4.3 Verify the air sampler is within calibration and document the manufacturer/model, 
serial number and calibration due date on Attachments 2 and 4. 

9.4.4 Sanitize the air sampler exterior prior to entry into the clean room facility. 

9.4.5 Don all appropriate clean room garb and gloves as per SOP 9.090, ‘‘Required 
Garb for Clean Room Facility Access”. Be sure to periodically sanitize gloves 
with sterile 70% IPA while sampling. 

9.4.6 Set up the air sampler according to the manufacturer’s instructions. 

9.4.7 The volume of air sampled in the Class 100 (ISO Class 5) area will be 284 liters 
(10 cubic feet) and all other locations will be 142 liters (5 cubic feet). 

9.4.8 Perform viable air sampling beginning in the Class 100 (ISO Class 5) glove box, 
followed by the Class 10,000 (ISO Class 7) antechamber, then the Class 10,000 
(ISO Class 7) buffer/ preparation room and concluding in the Class 100,000 (ISO 
Class 8) room. 

9.4.8. 1 Aseptically remove an agar strip/contact plate from its wrapper, Do not 
touch the agar surface (If agar is touched, discard the strip/contact plate 
and begin again). 

9.4. 8.2 If using agar strips, slide the strip into the rotor at the guide plate with the 
agar surface facing inward until the strip closes the drum slot. If using 
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contact plates aseptically remove the cap from the sampler and secure 
the plate between the metal prongs. 

9. 4. 8.3 Place the air sampler in the desired location and turn on. Do not stand 
over the sampler while in operation. 

9. 4. 8.4 The air sampler will automatically turn off at the conclusion of the 
sampling period. 

9. 4. 8.5 Aseptically remove the strip/contact plate from the sampler. Place the 
agar strip in its protective cover, or replace the lid of the contact plate. 

9.4. 8.6 Seal the strip/contact plate with a slide seal or tape/parafilm. 

9.4. 8.7 Label the strip with the sample location and document on Attachments 2 
and 4. 

9.4.9 Incubate all exposed samples for 72-84 hours at 20°C-25°C or room 
temperature, and then incubate for an additional 48-72 hours at 30°C-35°C. 

(Samples may be shipped to a contract lab for incubation and analysis.) 

Document incubation time and temperatures on Attachments 2 and 4 in 
comments section. 

9.4.1 0 Record viable air sampling results on Attachments 2 and 4, and file all completed 
documents in the EM binder. 

9.5 Surface Sampling 

9.5.1 Refer to the appropriate Clean Room Facility Surface Sampling Log 
(Attachments 3 and 5). 

9.5.2 Surface samples of the Class 1 00 (ISO Class 5) area shall be taken weekly upon 
completion of sterile compounding and prior to cleaning. 

9.5.3 Obtain the appropriate quantity of contact plates from storage. 

9. 5. 3.1 Inspect each plate and discard any damaged or contaminated media and 
replace. 

9. 5. 3.2 Verify media is within expiration dating, and record media lot number and 
expiration date on Attachments 3 and 5. 

9.5.4 Don all appropriate clean room garb and gloves as per SOP 9.090, "Required 
Garb for Clean Room Facility Access”. Be sure to periodically sanitize gloves 
with sterile 70% IPA while sampling. 

9.5.5 Sampling technique: 

9. 5. 5.1 Aseptically remove the contact plate cover and hold the contact plate 
face down. Do not touch the agar surface (If agar is touched, discard the 
plate and begin again). 

9.5. 5.2 Gently touch the agar to the desired surface and roll the plate slightly to 
ensure complete contact with the surface. 

9. 5. 5.3 Replace the cover and seal the plate with tape/parafilm. 

9. 5.5.4 Record the site location on the base of the plate. Do not record any 
information on the cover of the plate. 

9. 5. 5.5 Clean the sample site per SOP 3.020, "Cleaning and Maintenance of the 
Clean Room Facility,” before proceeding to the next site. 
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9.5.6 Incubate all exposed samples for 72-84 hours at 20°C-25°C or room 
temperature, and then incubate for an additional 48-72 hours at 30°C-35°C. 
(Samples may be shipped to a contract lab for incubation and analysis.) 
Document incubation times and temperatures on Attachments 3 and 5 in the 
comments section. 

9.5.7 Record surface sampling results on Attachments 3 and 5, and file all completed 
documents in the EM binder. 

9.6 Confirm the Sterility of 70% IPA 

9.6.1 Refer to the appropriate Clean Room Facility Surface Sampling Log 
(Attachments 3 and 5). 

9.6.2 Obtain as many contact plates from storage as there are IPA bottles. 

9. 6.2.1 Inspect each plate and discard any damaged or contaminated media and 
replace. 

9.6.2.2 Verify media is within expiration dating, and record media lot number and 
expiration date on Attachments 3 and 5. 

9.6.3 Aseptically remove the contact plate cover. Do not touch the agar surface (If 
agar is touched, discard the plate and begin again). 

9.6.4 Spray the surface of the agar with the sterile 70% IPA designated for use in the 
clean room. 

9.6.5 Replace the cover and seal the plate with tape/parafilm. 

9.6.6 Label the base of the plate with “IPA” and the IPA lot number/expiration date. Do 
not record any information on the cover of the plate. 

9.6.7 Incubate all exposed samples for 72-84 hours at 20°C-25°C or room 
temperature, and then incubate for an additional 48-72 hours at 30°C-35°C. 
(Samples may be shipped to a contract lab for incubation and analysis.) 
Document incubation times and temperatures on Attachments 3 and 5. 

9.6.8 Record results on Attachments 3 and 5, and file all completed documents in the 
EM binder. 

9.7 Personnel Monitoring 

9.7.1 Refer to the Clean Room Facility Personnel Touch Plate Log (Attachment 6). 

9.7.2 Obtain the appropriate quantity of contact plates from storage. 

9.7.2. 1 Inspect each plate and discard any damaged or contaminated media and 
replace. 

9. 7. 2.2 Verify media is within expiration dating, and record media lot number and 
expiration date on Attachment 6. 

9.7.3 Record the compounder’s name on Attachment 6. 

9.7.4 After sterile compounding is completed for the day, and prior to cleaning, touch 
each gloved finger of the dominant hand to the agar surface, making certain not 
to re-touch areas. 

9.7.5 Replace the cover and seal the plate with tape/parafilm. 

9.7.6 Label the base of the contact plate with the date, the compounder’s initials and 
the hand sampled. 
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9.7.7 Incubate all exposed samples for 72-84 hours at 20°C-25°C or room 
temperature, and then incubate for an additional 48-72 hours at 30°C-35°C. 
(Samples may be shipped to a contract lab for incubation and analysis.) 
Document incubation times and temperatures on Attachment 6. 

9.7.8 Record personnel monitoring results on Attachment 6, and file all completed 
documents in the EM binder. 

9.8 The Pharmacist-in-charge or the Quality Control Officer shall review EM data at least 
every six months to ensure no adverse trends exist. 

9.9 Alert and Action Limits 

9.9.1 Air Sampling (Viable and Non-Viable) 

9.9.1 .1 Calculate the level of viable airborne particulates as CFU per cubic foot. 

9.9.1 .2 Calculate the level of non-viable airborne particulates as a quantity of 
particles £0.5pm in diameter per cubic foot. 

9.9.1 .3 The alert/action limits for air sampling should be derived from historical 
data. Until historical data can be determined, follow the guidelines 
provided by the USP Proposed Levels for Air and Surface 
Monitoring (Attachment 7). 

9.9.2 Surface and Personnel Monitoring 

9. 9. 2.1 Calculate the level of surface and personnel particles as CFU per contact 
plate. 

9. 9. 2.2 The alert/action limits for surface and personnel monitoring should be 
derived from historical data. Until historical data can be determined, 
follow the guidelines provided by the USP Proposed Levels for Air 
and Surface Monitoring (Attachment 7). 

9.10 Investigation and Corrective Actions 

9.10.1 There will be no alert/action levels until historical data can be collected to 
set appropriate levels. Data should be collected for a minimum of one 
month prior to setting limits. After one year the levels should be re- 
evaluated to take into account seasonal changes. 

9.10.2 If an alert level is exceeded, corrective action may not be required, but records 
should demonstrate that a spike in normal levels was recognized. 

9.10.3 If alert levels are consistently exceeding the limits (three consecutive samplings), 
the Pharmacist-in-charge or Quality Control Officer must be notified and 
investigation and corrective action should occur. This may include, but is not 
limited to, the following actions: 

9.10.3.1 Review of sanitation procedures (repeat if necessary) 

9.10.3.2 Review of sampling technique 

9.10.3.3 Review of clean room personnel 

9.10.3.4 Inspection of sampling media 

9.10.4 If an excursion occurs above an action level, the Pharmacist-in-eharge or Quality 
Control Officer must be notified and investigation and corrective action should 
occur. This may include, but is not limited to, the following actions: 

9.10.4.1 Identification of microbial isolates to determine origin 
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9. 1 0.4.2 Review of pressure differential information 

9.10.4.3 Review of HEPA and clean room certification 

9.10.4.4 Review of Logs of Use, Maintenance and Cleaning (LUMACs) 

9.10.5 After the corrective action is taken, the area should be re-sampled three 

consecutive times. If all samples are within limits, approve the corrective action. 
If any sample fails, additional investigation is required. 

10.0 ATTACHMENTS 

10.1 Attachment 1 - Receipt of TSA Strips/Contact Plates 

10.2 Attachment 2 - Clean Room 1 Air Sampling Log 

10.3 Attachment 3 - Clean Room 2 Air Sampling Log 

10.4 Attachment 4 - Clean Room 1 Surface Sampling Log 

10.5 Attachment 5 - Clean Room 2 Surface Sampling Log 

10.4 Attachment 6 - Clean Room Facility Personnel Touch Plate Log 

10.5 Attachment 7 - USP Proposed Levels for Air and Surface Monitoring 


11.0 HISTORY 


Version 

Number 

Date Effective 

Description of Change 

Change Request 
Number 

1.0 

O'i'OS-Ob 

New SOP. 

CR06012 


Remainder of this page intentionally left blank. 
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RECEIPT OF TSA STRIPS/CONTACT PLATES 


Media Type 

Manufacturer 

Lot Number 

Expiration 

Date 

Received By 
(Initials/Date) 

□ Strips 

□Contact Plates 





□ Strips 

□Contact Plates 





□ Strips 

□Contact Plates 





□ Strips 

□Contact Plates 





□ Strips 

□Contact Plates 





□ Strips 

□Contact Plates 





□ Strips 

□Contact Plates 





□ Strips 

□Contact Plates 





□ Strips 

□Contact Plates 





□ Strips 

□Contact Plates 





□ Strips 

□Contact Plates 





□ Strips 

□Contact Plates 





□ Strips 

□Contact Plates 





□ Strips 

□Contact Plates 





□ Strips 

□Contact Plates 






Reviewed By: 


Date: 
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CLEAN ROOM 1 AIR SAMPLING LOG 



Sample 

Location 

NON-VIABLE AIR SAMPLES 

VIABLE AIR SAMPLES 

Results 

(Particles/ft 3 ) 

Pass/Fail 

Incubation Dates 
(If Applicable) 

Results 

(CFU) 

PassfFail 

GB3A 

ISO Class 5 Glove 
Box 


□p 

□f 



□p 

□f 

GB4A 

ISO Class 5 Glove 
Box 


□p 

□f 



□p 

□f 

AR5A 

ISO Class 7 Room 


□p 

□f 



□p 

□f 

AR6A 

ISO Class 7 Room 


□p 

□f 



□p 

□f 

AR7A 

ISO Class 7 Room 


□p 

□f 



□p 

□f 


Non-Viable Air Sampler 

Mfg./Model: 

Serial #: Calibration Due: 

Viable Air Sampler 

Mfg./Model: 

Serial #: Calibration Due: 

Media Lot #/Expiration Date: 

Comments: 


Performed By: 
Reviewed By: . 
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CLEAN ROOM 2 AIR SAMPLING LOG 



Sample 

Location 

NON-VIABLE AIR SAMPLES 

VIABLE AIR SAMPLES 

Results 

(Particles/ft 3 ) 

Pass/Fail 

Incubation Dates 
(If Applicable) 

Results 

(CFU) 

Pass/Fail 

GB1A 

ISO Class 5 Glove 
Box 


□p 

□f 



□P 

□f 

GB2A 

ISO Class 5 Glove 
Box 


□p 

□f 



□p 

□f 

ARIA 

ISO Class 7 Room 


□p 

□f 



□p 

□f 

AR2A 

ISO Class 7 Room 


Op 

□f 



□p 

□f 

AR3A 

ISO Class 7 Room 


□p 

□f 



□p 

□f 

AR4A 

ISO Class 8 Room 


□p 

□f 



□p 

□f 


Non-Viable Air Sampler 

Mfg./Model: 

Serial #: Calibration Due: 

Viable Air Sampler 

Mfg./Model: 

Serial #: Calibration Due: 

Media Lot#/Expiration Date: 

Comments: 


Performed By: 
Reviewed By: , 
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CLEAN ROOM 1 SURFACE SAMPLING LOG 



Sample 

Location 

Incubation Dates 
(If Applicable) 

Results (CFU) 

Pass/Fail 

GB3S 

ISO Class 5 Glove Box 



□p 

□f 

GEMS 

ISO Class 5 Glove Box 



Op 

□f 

AC3S 

ISO Class 7 Antechamber 



□p 

□f 

AC4S 

ISO Class 7 Antechamber 



□p 

□f 

AC5S 

ISO Class 7 Antechamber 



□p 

□f 

AR5S 

ISO Class 7 Room 



□p 

□f 

AR6S 

ISO Class 7 Room 



□p 

□f 

AR7S 

ISO Class 7 Room 



□p 

□f 

IPA 

Sterile 70% IPA 



□p 

□f 


Media Lot #/Expi ration Date: 

Comments: 


Performed By 
Reviewed By: 


SOP 3.030 


Date: 

Date: 
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CLEAN ROOM 2 SURFACE SAMPLING LOG 



Sample 

Location 

Incubation Dates 
(If Applicable) 

Results (CFU) 

Pass/Fail 

GB1S 

ISO Class 5 Glove Box 



□p 

□f 

GB2S 

ISO Class 5 Glove Box 



□p 

□f 

AC1S 

ISO Class 7 Antechamber 



□p 

□f 

AC2S 

ISO Class 7 Antechamber 



□p 

□f 

AC3S 

ISO Class 7 Antechamber 



□p 

□f 

AC4S 

ISO Class 7 Antechamber 



□p 

□f 

AR1S 

ISO Class 7 Room 



□p 

□f 

AR2S 

ISO Class 7 Room 



□p 

□f 

AR3S 

ISO Class 7 Room 



□p 

□f 

AR4S 

ISO Class 8 Room (Shelf) 



□p 

□f 

IPA 

Sterile 70% IPA 



□p 

□f 


Media Lot #/Expiration Date; 

Comments: 


Performed By 
Reviewed By: 

SOP 3.030 


New England Compounding Center 
Attachment 5 


Date: 

Date: 
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CLEAN ROOM FACILITY PERSONNEL TOUCH PLATE LOG 


Media Lot# and 
Expiration Date 

Compounder 

Incubation 
Start Date 

Incubation 
End Date 

Results 

(CFU) 

Pass/Fail 






□ P DF 






□ P DF 






□ P DF 






□ P DF 






□ P DF 






□P DF 






□ P DF 






□P DF 






□P DF 












□ P DF 






□ P DF 






□P DF 






□P DF 






□P DF 






□ P DF 






□ P DF 


Reviewed By: 


Date: 
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TITLE: ENVIRONMENTAL MONITORING OF THE CLEAN ROOM FACILITY 
SOP NUMBER: 3.030 VERSION NUMBER: 4.0 

Sterile Laboratory Effective Date \ 09-22-08 

Originator: 


\ 


Reviewer: 


1.0 


2.0 


PURPOSE 


r 


1.1 

SCOPE 

2.1 


\ 

v . 


2.2 


The purpose of this procedure is to establish requirements for viable and non-yiable 
environmental monitoring (EM) of the clean room facility. V 

This procedure applies to the New England Compounding Center dean room facility 
under conditions that meet or exceed state and federal guidelines as outlined by .the* 
United States Pharmacopeia <797>. 

This procedure must be followed to reduce the amount of particulate matter and airborne 
microbial contamination. 


3.0 RESPONSIBILITY 

3.1 The Pharmacist-in-charge shall supervise this procedure and document that all personnel 
responsible for EM of the clean room facility comply with this procedure. 

4.0 REFERENCES 

4.1 USP Current Version <797> “Pharmaceutical Compounding - Sterile Preparations" 

4.2 USP Current Version <1116> "Microbiological Evaluation of Clean Rooms and Other 

Controlled Environments 11 

4.3 ISO 14644-4 "Clean Rooms and Associated Controlled Environments", Part 4 

4.4 SOP 3.010 ‘Sterile Compounding Area Requirements'’ 

4.5 SOP 3.020 “Cleaning and Maintenance of the Clean Room Facility" 

4.6 SOP 9.090 “Required Garb for Clean Room Facility Access” 

5.0 DEFINITIONS 

5.1 CFU -Colony forming unit 

5.2 Viable Particle - A viable particle is a particle that contains one or more living 
microorganisms. 

5.3 Viable Air Sampler - Device used to sample microorganisms in the air. 

5.4 Non-Viable Air Sampling - Total particle count. Includes viable particles but does not test 
for presence of microorganisms. 

5.5 Surface Contact Plate - Agar plate used to sample surfaces for microorganisms by direct 
application. The agar contains neutralizers to inactivate residual disinfectants. 

5.6 ISO Classifications 

5.6.1 ISO Class 4 is equivalent to Class 

5.6.2 ISO Class 6 is equivalent to Class 

5.6.3 ISO Class 7 is equivalent to Class 

4.1.1 ISO Class 8 is equivalent to Class 
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5.7 Alert Level -Signals a potential drift from normal operating conditions when normal levels 
of viable particulate in a controlled environment are exceeded; reaching alert level does 
not require investigation. (Attachment 8) 

5.8 Action Level - Signals a potential drift from normal operating conditions when normal 
levels of viable particulate in a controlled environment are exceeded; reaching action 
level requires an investigation and corresponding corrective action. (Attachment 8) 

6.0 FREQUENCY 

6.1 Personnel touch plates shall be sampled upon completion of sterile compounding and 

prior to cleaning. 

6.2 Surface sampling in the glove boxes and antechambers Class 10(!SO Class 4), Class 
1000 main clean room( ISO Class 6), Class10,000(ISO Class 7) gown/crimp room, 
Class100,000(ISO Class 8)prep room, area shall be performed weekly, prior to 
cleaning. 

6.3 Sterility of 70% isopropyl alcohol (I PA) will be confirmed weekly. 

6.4 Viable air sampling shall be performed weekly. 

6.5 Non-Viable air sampling shall be performed at least every six months. 

6.6 The Pharmacist-in-charge or the Quality Control officer shall review EM data at least 
every six months to ensure no adverse trends exist. 

7.0 EQUIPMENT & SUPPLIES 

7.1 Contracted third party (if applicable) 

7.2 TSA contact plates containing lecithin and polysorbate 80 

7.3 Viable air sampler with sterilized impeller and shroud (Model # SAS180) 

7.4 Appropriate user manuals 

7.5 Sterile compounding garb 

8.0 GENERAL INFORMATION 

8.1 EM should flow from "clean” areas to “dirty” areas. 

9.0 PROCEDURE 


9.1 Upon receipt of commercially prepared TSA contact plates, retain the manufacturer’s 
Certificate of Analysis (CofA). Document receipt of the media on Receipt of Contact 
plates (Attachment 1). 

9.2 Verify that the (CofA) documents the manufacturer's testing of growth promotion. If 
documentation is not provided, quarantine the media and do not use until appropriate 
certification is received. 


9.2.1 Remove two plates from new lot of media received for positive and negative 
controls. 


9.2.2 Label one plate “Positive” and the other plate “Negative,” and write the date on 
each plate. 

9.2.3 Do not expose the agar surface of the “Negative” plate. Seal the contact plate 
with parafilm. 


9.2.4 For the “Positive” control expose the agar to air for 15 minutes. Seal the contact 
plate with parafilm. 

9.2.5 Incubate for 5 days at 30°C-35°C. Document on Attachment 1 . 
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9.2.6 If the positive control has no growth or the negative control has growth, the lot 
must be rejected. 

9.2.7 Place the completed Attachment 1, along with the (CofA) in a designated binder. 

9.2.8 Store all acceptable media according to the manufacturer’s recommendation in a 
monitored refrigerator. (2°C - 8°C). 


9.3 Viable Air Sampling 

9.3.1 Set up the air sampler according to the manufacturer’s instructions. 

9.3.2 Sanitize the exterior of the air sampler prior to use with a low-lint wipe, saturated 
with sterile 70% IPA. 


9.3,3 If the sampler is being moved from a dirty to clean location during sampling, 
repeat exterior sanitization. 


9.3 4 Make sure the air sampler is programmed with the following parameters: 


Samole Time 

Air Volume/Minute 

Total Air Volume 

5.5 Minutes 

180 Liters 

1000 liters (35ft 3 ) 

9.3.5 

Don all appropriate clean room garb and gloves as per SOP 9.090, "Required 

Garb for Clean Room Facility Access." Be sure to periodically sanitize gloves 


with sterile 70% IPA while sampling. 


9.3.6 

Document all data on the appropriate Attachments, 



9.37 Obtain the appropriate quantity of media from storage. 

9.37.1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

9.37.2 Verify media is within expiration date and record media lot number and 
expiration date on Attachment 6. 

9.37.3 Aseptically remove an agar contact plate from its package. Make sure 
that the contact plate covers remains on. 

9.37.4 Aseptically remove the outer protective cap from the sampler and 
unscrew the aspirating head. 

9.37.5 Secure the plate between the metal prongs. Once secure, remove the 
contact plate cover and immediately replace the aspirating head and 
screw on tightly. 

NOTE: Do not touch the agar surface (If agar is touched, discard the contact plate). 


9.3 8 Place the air sampler in the desired location at cart or bench top height. Orient 
the air sampler in a vertical position facing the ceiling and turn on. 

Do not place arms over sampler while in operation. 


9.3.8. 1 The air sampler will automatically turn off at the conclusion of the 
sampling period. 

9. 3.8.2 Aseptically remove the contact plate from the sampler. Replace the lid 
of the contact plate. 


9.3.8. 2.1 Inspect the contact plate to ensure the impingement marks 
are present. 

9. 3. 8. 2. 2 If impingement marks are not present, the sample is invalid 
and shall be repeated with a new contact plate. 

9. 3.8.3 Seal the contact plate with parafilm. 
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9. 3.8.4 Record the site location on the base of the plate, initial and date. Do 
not record any information on the cover plate. 

9. 3.8.5 Invert the samples and incubate for as follows. 

9. 3.8.6 5 days at 30-35 °C. 

NOTE: If 5 th day of incubation falls on a non-business day, then the plates shall 
be incubated at that temperature for the remainder of the 7 days. Do not exceed 
7 days of incubation. 

NOTE: Samples may be shipped to a contract lab for incubation and analysis. 

9.4 Non-Viable Air Sampling 

9.4.1 Non-viable air sampling shall be performed every 6 months along with 
Room/Hood Certification. 

9.4.2 Sampling shall be performed by an approved vendor using calibrated equipment, 

9.4.3 File all completed documents in the designated binder. 

9.5 Surface Sampling 

9.5.1 Document all data on the appropriate Attachments 

9.5.2 Surface sampling in the glove boxes and antechambers - Class 10 (ISO 4), Class 
1000 (ISO 6)main clean room, Class 10,000 (ISO 7)gown/crimp room, Class 
100,000 (ISO 8) prep room area shall be performed weekly, prior to cleaning 

9.5.3 Obtain the appropriate quantity of contact plates from storage. 

9.5.3. 1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

9. 5.3.2 Verify media is within expiration date and record media lot number and 
expiration date on appropriate Attachment. 

9.5.4 Don all appropriate clean room garb and gloves as per SOP 9.090, “Required 
Garb for Clean Room Facility Access". Be sure to periodically sanitize gloves 
with sterile 70% IPA while sampling. 

9.5.5 Sampling technique: 

9. 5.5.1 Aseptically remove the contact plate cover and hold the contact plate 
face down. Gently touch the agar to the desired surface and roll the 
plate slightly to ensure complete contact with the surface for 10 
seconds. 

9. 5.5.2 Replace the cover and seal the plate with parafilm. 

9. 5.5. 3 Record the site location on the base of the plate. Do not record any 
information on the cover of the plate. 

9. 5. 5. 4 Clean the sample site with sterile 70% IPA before proceeding to the 
next site. 

9.5.6 Incubate for 5 days 30°C-35°C. 

9.5.7 Record surface sampling results on Attachment 2, and file all completed 
documents in the EM binder. 

9.6 Confirm the Sterility of 70% IPA 
9.6. 1 Refer to the appropriate Attachment for Surface Sampling Log 
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SOP NUMBER: 3.030 VERSION NUMBER: 4.0 

9.6.2 Obtain two contact plates from storage and test two random sterile 70% IPA 
bottles. 

9.6.2. 1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

9. 6. 2. 2 Verify media is within expiration date, and record media lot number 
and expiration date on Attachment 2. 

9.6.3 Aseptically remove the contact plate cover 

NOTE: Do not touch the agar surface (If agar is touched, discard the contact plate). 

9.6.4 Spray the surface of the agar with the sterile 70% IPA designated for use in the 
clean room. 

9.6.5 Replace the cover and seal the plate with parafilm. 

9.6.6 Label the base of the plate with “IPA” and the IPA lot number/expiration date. Do 
not record any information on the cover of the plate. 

9.6.7 Incubate for 5 days at 30°C-35°C. 

9.6.8 Record results on Attachment 2, and file all completed documents in the EM 
binder. 

9.7 Personnel Monitoring 

9.7.1 Refer to the Clean Room Facility Personnel Touch Plate Log (Attachment 7). 

9.7.2 Obtain the appropriate quantity of contact plates from storage. 

9. 7.2.1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

9.7.2.2 Verify media is within expiration date. 

9. 7. 2. 3 Label the base of the contact plate with the date, the 
pharmacist/technician initials, the hand sampled and what product is 
being compounded. 

9.7.2. 4 After sterile compounding is completed for the day, and prior to 
cleaning, touch each gloved finger of the dominant hand to the agar 
surface, making certain not to re-touch areas. 

9.7.3 Replace the cover and seal the plate with parafilm. 

9.7.4 Incubate for 5 days at 30°C-35°C. 

9.7.5 Record personnel monitoring results on Attachment 7 and file all completed 
documents in the EM binder. 

9.8 The Pharmacist-in-charge or the Quality Control Officer shall review EM data at least 
every six months to ensure no adverse trends exist. 

9.9 Alert and Action Limits 

9.9.1 Air Sampling (Viable) 

9.9.2 Calculate the level of viable airborne particulates as CFU per cubic foot The 
volume of air sampled in the Class 10 (ISO 4) area will be 284 liters (10 cubic 
feet) and all other locations will be 142 liters (5 cubic feet). 

9. 9. 2.1 The alert/action limits for air sampling should be derived from historical 

data * Until historical data can be determined, follow the 
guidelines provided by the USP Proposed Levels for Air and 
Surface Monitoring (Attachment 8). 
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9,9,3 Surface and Personnel Monitoring 

9. 9. 3.1 Calculate the level of surface and personnel particles as CFU per 
contact plate. 

9. 9.3.2 The alert/action limits for surface and personnel monitoring should be 
derived from historical data. * Until historical data can be 
determined, follow the guidelines provided by the USP Proposed 
Levels for Air and Surface Monitoring (Attachment 8). 

9.10 Investigation and Corrective Actions 

9.10 .1 There will be no alert/action levels until historical data can be collected to 
set appropriate levels. Data should be collected for a minimum of one 
month prior to setting limits. After one year the levels should be re- 
evaluated to take into account seasonal changes. 

9.10.2 If an alert level is exceeded, corrective action may not be required, but records 
should demonstrate that a spike in normal levels was recognized. 

9.10.3 If alert levels are consistently exceeding the limits (three consecutive samplings), 
the Pharmacist-in-charge or Quality Control Officer must be notified and 
investigation and corrective action should occur. This may include, but is not 
limited to, the following actions: 

9. 10.3.1 Review of sanitation procedures 

9.10.3.2 Review of sampling technique 

9. 1 0.3.3 Review of clean room personnel 

9.10.3.4 Inspection of sampling media 

9.10.4 If an excursion occurs above an action level, the Pharmacist-in-charge or Quality 
Control Officer must be notified and investigation and corrective action should 
occur. This may include, but is not limited to, the following actions: 

9. 1 0.4. 1 Identification of microbial isolates to determine origin 

9. 1 0.4.2 Review of pressure differential information 

9.10.4.3 Review of HEPAand clean room certification 

9. 10.4.4 Review of Logs of Use, Maintenance and Cleaning (LUMACs) 

9.10.5 After the corrective action is taken, the area should be re-sampled three 
consecutive times, If all samples are within limits, approve the corrective action. 

If any sample fails, additional investigation is required. 

9.1 1 Non-Routine Samples 

9.11.1 Non-routine samples that are not listed on the Viable and Surface Sampling 
Forms may be taken at a desired location. 

9.1 1.2 Take the sample according to the appropriate air or surface sampling procedure 
above. 

9.1 1 .3 Document air/surface sample location and results on Attachment 4. 

9.1 1 A Non-routine samples are investigational and shall not be compared to alert/action 
values. Do not generate an alert or action as described in 9.10 for non-routine 
samples. 

9.12 Reporting Results 
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9.12.1 Remove samples from the incubator. Record stop times on the appropriate 
attachment. 

9.12.2 Count all colonies on the plate and document results for each category below. 

• Bacteria 

• Mold (Count or indicate presence) 

• Total Counts of Bacteria and Mold combined 
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LEVELS FOR AIR AND SURFACE MONITORING - ATTACHMENT 8 

Note: ** Alert/Action Levels are to be determined after historical data is collected ** 


Levels for Air Sampling 


Classifications 

Alert Level 

Action Level 

ISO 4 (Class 10) 

Glove box. Antechambers 

1 CFU 

2+ CFU 

ISO 6 (Class 1,000) 

Main Clean Room 

2 CFU 

3+ CFU 

ISO 7( Class 10,000) 

Gown room. Crimp Room 

5 CFU 

8+ CFU 

ISO Class 8 (Class 100,000) 

Prep Room 

8 CFU 

10+ CFU 


Levels for Surface Sampling 


Classifications 


l 

Alert Level 

Action Level 

ISO 4 (Class 10) 

Glove box. Antechambers 



1 CFU 

2+ CFU 

ISO 6 (Class 1,000) 

Main Clean Room 


1 

3 CFU 

5+ CFU 

ISO 7( Class 10,000) 

Gown room, Crimp Room 


1 

5 CFU 

7+ CFU 

ISO Class 8 (Class 100,000) 

Prep Room 



8 CFU 

10+CFU 
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USP PROPOSED LEVELS FOR AIR AND SURFACE MONITORING 

Note: Alert/Action Levels are to be determined after historical data is collected. 


Levels for Air Sampling 


Classifications 

Non-Viable 

Particles 

(20.5pm/ft 3 ) 

Viable Particles 
(CFU/ft 3 ) 

Alert Level 

Action Lev 1 

Critical Areas 

Class 100 (ISO Class 5) 

100 

<0.1 

N/A 

N/A 

Non -Critical Areas 

Class 1,000 -10,000 
(ISO Class 6 -7) 

1,000- 10,000 

<0.5 

N/A 

N/A 

Support Areas 

Class 100,000 
(ISO Class 8) 

100,000 

<2.5 

N/A 

N/A 


Levels for Surface Sampling 


Classifications 

Surface 

Monitoring 

(CFU/contact 

plate)* 

Personnel 

Monitoring 

(CFU/contact 

plate)* 

Alert Level 

Action Lev 1 

Critical Areas 

Class 100 (ISO Class 5) 

3 

3 - gloves 
(5 - mask/gloves) 

N/A 

N/A 

Non -Critical Areas 

Class 1,000 -10,000 
(ISO Class 6 -7) 

5 

(10 including floor) 

5 - gloves 
(10 - mask/gloves) 

N/A 

N/A 

Support Areas 

Class 100,000 
(ISO Class 8) 

20 

(30 including floor) 

15 - gloves 
(30 - mask/gloves) 

N/A 

N/A 


(•Contact plate areas vary from 24 to 30 square centimeters. When swabbing is used in sampling, the 
area covered should be greater than or equal to 24cm 2 but no larger than 30cm 2 .) 
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TITLE: ENVIRONMENTAL MONITORING OF THE CLEAN ROOM FACILITY 

SOP NUMBER: 3.030 VERSION NUMBER: 5.0 

Sterile Laboratory 

Effective Date 10-21-1 1 

Originator: 


Reviewer: 



1.0 PURPOSE 

1 .1 The purpose of this procedure is to establish requirements for viable and non-viable 
environmental monitoring (EM) of the clean room facility. 

2.0 SCOPE 

2.1 This procedure applies to the New England Compounding Center clean room facility 
under conditions that meet or exceed state and federal guidelines as outlined by the 
United States Pharmacopeia <797>. 

2.2 This procedure must be followed to reduce the amount of particulate matter and airborne 
microbial contamination. 

3.0 RESPONSIBILITY 

3.1 The Pharmacist-in-charge shall supervise this procedure and document that all personnel 
responsible for EM of the clean room facility comply with this procedure. 

4.0 REFERENCES 

4.1 USP Current Version <797> “Pharmaceutical Compounding - Sterile Preparations” 

4.2 USP Current Version <1 1 16> “Microbiological Evaluation of Clean Rooms and Other 

Controlled Environments” 

4.3 ISO 14644-4 "Clean Rooms and Associated Controlled Environments", Part 4 

4.4 SOP 3.010 “Sterile Compounding Area Requirements" 

4.5 SOP 3.020 “Cleaning and Maintenance of the Clean Room Facility” 

4.6 SOP 9.090 “Required Garb for Clean Room Facility Access” 

5.0 DEFINITIONS 

5.1 CFU - Colony forming unit 

5.2 Viable Particle - A viable particle is a particle that contains one or more living 
microorganisms. 

5.3 Viable Air Sampler - Device used to sample microorganisms in the air. 

5.4 Non-Viable Air Sampling - Total particle count. Includes viable particles but does not test 
for presence of microorganisms. 

5.5 Surface Contact Plate - Agar plate used to sample surfaces for microorganisms by direct 
application. The agar contains neutralizers to inactivate residual disinfectants. 

5.6 ISO Classifications 

5.6.1 ISO Class 4 is equivalent to Class 10 (glove box, antechamber). 

5.6.2 ISO Class 6 is equivalent to Class 1 ,000 (main clean room). 

5.6.3 ISO Class 7 is equivalent to Class 10,000 (gown/crimp room). 

5.6.4 ISO Class 8 is equivalent to Class 1 00,000 (prep room). 
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5.7 Alert Level - Signals a potential drift from normal operating conditions when normal levels 
of viable particulate in a controlled environment are exceeded; reaching alert level does 
not require investigation. (Attachment 1) 

5.8 Action Level - Signals a potential drift from normal operating conditions when normal 
levels of viable particulate in a controlled environment are exceeded; reaching action 
level requires an investigation and corresponding corrective action. (Attachment 1) 

6.0 FREQUENCY 

6.1 Personnel touch plates shall be sampled upon completion of sterile compounding and 

prior to cleaning. 

6.2 Surface sampling in the glove boxes and antechambers Class 10(ISO Class 4), Class 
1000 main clean room( ISO Class 6), Class10,000(ISO Class 7) gown/crimp room, 
Class100,000(ISO Class 8)prep room, area shall be performed weekly, prior to 
cleaning. 

6.3 Sterility of 70% isopropyl alcohol (IPA) will be confirmed monthly. 

6.4 Viable air sampling shall be performed every other week. 

6.5 Non-Viable air sampling shall be performed at least every six months. 

6.6 The Pharmacist-in-charge or the Quality Control officer shall review EM data at least 
every six months to ensure no adverse trends exist. 

7.0 EQUIPMENT & SUPPLIES 

7.1 Contracted third party (if applicable) 

7.2 TSA contact plates containing lecithin and polysorbate 80 

7.3 Viable air sampler with sterilized impeller and shroud (Model # SAS180) 

7.4 Appropriate user manuals 

7.5 Sterile compounding garb 

8.0 GENERAL INFORMATION 

8.1 EM should flow from “clean" areas to “dirty” areas. 

9.0 PROCEDURE 

9.1 Upon receipt of commercially prepared TSA contact plates, retain the manufacturer’s 
Certificate of Analysis (CofA). Document receipt of the media on Receipt of Contact 
plates (Attachment 2), 

9.2 Verify that the (CofA) documents the manufacturer’s testing of growth promotion. If 
documentation is not provided, quarantine the media and do not use until appropriate 
certification is received. 

9.2.1 Remove two plates from new lot of media received for positive and negative 
controls. 

9.2.2 Label one plate “Positive” and the other plate “Negative,” and write the date on 
each plate. 

9.2.3 Do not expose the agar surface of the “Negative" plate. Seal the contact plate 
with parafilm. 

9.2.4 For the “Positive” control expose the agar to air for 1 5 minutes. Seal the contact 
plate with parafilm. 
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9.2.5 Incubate for 5 days at 30°C-35°C. Document on Attachment 2. 

9.2.6 If the positive control has no growth or the negative control has growth, the lot 
must be rejected. 

9.2.7 Place the completed Attachment 2, along with the (CofA) in a designated binder. 

9.2.8 Store all acceptable media according to the manufacturer’s recommendation in a 
monitored refrigerator. (2°C - 8°C). 

9.3 Viable Air Sampling 

9.3.1 Set up the air sampler according to the manufacturer’s instructions. 

9.3.2 Sanitize the exterior of the air sampler prior to use with a low-lint wipe, saturated 
with sterile 70% IPA. 

9.3.3 If the sampler is being moved from a dirty to clean location during sampling, 
repeat exterior sanitization. 


9.3.4 Make sure the air sampler is programmed with the following parameters: 


Sample Time 

Air Volume/Minute 

Total Air Volume 

5.5 Minutes 

180 Liters 

1000 liters (35ft 3 ) 

9.3.5 

Put on all appropriate clean room garb and gloves as per SOP 9.090, “Required 
Garb for Clean Room Facility Access.” Be sure to periodically sanitize gloves 


with sterile 70% IPA while sampling. 


9.3.6 

Document all data on the appropriate attachments. 



9.3.7 Obtain the appropriate quantity of media from storage. 

9. 3.7.1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

9. 3.7.2 Verify media is within expiration date and record media lot number and 
expiration date on Attachment 5. 

9.3.7. 3 Aseptically remove an agar contact plate from its package. Make sure 
that the contact plate covers remains on. 

9.37.4 Aseptically remove the outer protective cap from the sampler and 
unscrew the aspirating head. 

9.37.5 Secure the plate between the metal prongs. Once secure, remove the 
contact plate cover and immediately replace the aspirating head and 
screw on tightly. 

NOTE: Do not touch the agar surface (If agar is touched , discard the contact plate). 

9.3.8 Place the air sampler in the desired location at cart or bench top height. Orient 

the air sampler in a vertical position facing the ceiling and turn on. 

Do not place arms over sampler while in operation. 

9.3.8. 1 The air sampler will automatically turn off at the conclusion of the 
sampling period. 

9.3.8. 2 Aseptically remove the contact plate from the sampler. Replace the lid 
of the contact plate. 

9.3. 8. 2.1 Inspect the contact plate to ensure the impingement marks 

are present. 
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9.3. 8.2. 2 If impingement marks are not present, the sample is invalid 

and shall be repeated with a new contact plate. 

9. 3.8.3 Seal the contact plate with parafilm. 

9. 3.8.4 Record the site location on the base of the plate, initial and date. Do 
not record any information on the cover plate. 

9. 3.8.5 Invert the samples and incubate for as follows. 

9.3. 8.6 5 days at 30-35 °C. 

NOTE: If 5 th day of incubation falls on a non-business day, then the plates shall 
be incubated at that temperature for the remainder of the 7 days. Do not exceed 
7 days of incubation. 

NOTE: Samples may be shipped to a contract lab for incubation and analysis. 

9.4 Non-Viable Air Sampling 

9.4. 1 Non-viable air sampling shall be performed every 6 months along with 
Room/Hood Certification. 

9.4.2 Sampling shall be performed by an approved vendor using calibrated equipment. 

9.4.3 File all completed documents in the designated binder. 

9.5 Surface Sampling 

9.5.1 Document all data on the appropriate attachments. 

9.5.2 Surface sampling in the glove boxes and antechambers - Class 10 (ISO 4), Class 
1000 (ISO 6) main clean room, Class 10,000 (ISO 7) gown/crimp room, Class 
100,000 (ISO 8) prep room area shall be performed weekly, prior to cleaning. 

9.5.3 Obtain the appropriate quantity of contact plates from storage. 

9. 5.3.1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

9. 5.3.2 Verify media is within expiration date and record media lot number and 
expiration date on appropriate attachment. 

9.5.4 Put on all appropriate clean room garb and gloves as per SOP 9.090, “Required 
Garb for Clean Room Facility Access”. Be sure to periodically sanitize gloves 
with sterile 70% IPA while sampling. 

9.5.5 Sampling technique; 

9. 5.5.1 Aseptically remove the contact plate cover and hold the contact plate 
face down. Gently touch the agar to the desired surface and for 10 
seconds. 

9. 5.5.2 Replace the cover and seal the plate with parafilm. 

9.5.5.3 Record the site location on the base of the plate. Do net record any 
information on the cover of the plate. 

9. 5.5.4 Clean the sample site with sterile 70% IPA before proceeding to the 
next site. 

9.5.6 Incubate for 5 days 30°C-35°C. 

9.5.7 Record surface sampling results on Attachment 4, and file all completed 
documents in the EM binder 
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’ 9.6 Confirm the Sterility of 70% IPA v I 

9.6. 1 Refer to the appropriate attachment for Surface Sampling'togr 

9.6.2 Obtain two contact plates from storage and test two random sterile 70% IPA 
bottles. This will be done monthly. 

9.6.2. 1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

9. 5.2.2 Verify media is within expiration date, and record media lot number 
and expiration date on Attachment 

9.6.3 Aseptically remove the contact plate cover. 

NOTE: Do not touch the agar surface (If agar is touched , discard the contact plate). 

9.6.4 Spray the surface of the agar with the sterile 70% IPA designated for use in the 
clean room. 

9.6.5 Replace the cover and seal the plate with parafilm. 

9.6.6 Label the base of the plate with “IPA". Do not record any information on the 
cover of the plate. 

9.6.7 Incubate for 5 days at 30°C-35°C. 

9.6.8 Record results on Attachment 4, and file all completed documents in the EM 
binder. 

9.7 Personnel Monitoring 

9.7.1 Refer to the Clean Room Facility Personnel Touch Plat^l^&j (Attachment 3). 

9.7.2 Obtain the appropriate quantity of contact plates from storage. 

9.7.2. 1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

9. 7.2.2 Verify media is within expiration date. 

9. 7.2.3 Label the base of the contact plate with the date, the 
pharmacist/technician initials, the hand sampled and what product is 
being compounded. 

9. 7. 2.4 After sterile compounding is completed for the day, and prior to 
cleaning, touch each gloved finger of the dominant hand to the agar 
surface, making certain not to re-touch areas. 

9.7.3 Replace the cover and seal the plate with parafilm. 

9.7.4 Incubate for 5 days at 30°C-35°C. 

9.7.5 Record personnel monitoring results on Attachment 3, and file all completed 
documents in the EM binder. 

9.8 The Pharmacist-in-charge or the Quality Control Officer shall review EM data at least 
every six months to ensure no adverse trends exist. 

9.9 Alert and Action Limits 

9.9.1 Air Sampling (Viable) 

9.9.2 Calculate the level of viable airborne particulates as CFU per cubic foot. The 
volume of air sampled in the Class 10 (ISO 4) area will be 284 liters (10 cubic 
feet) and all other locations will be 142 liters (5 cubic feet). 
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9. 9.2.1 The alert/action limits for air sampling should be derived from historical 
data. * Until historical data can be determined, follow the 
guidelines provided by the USP Proposed Levels for Air and 
Surface Monitoring (Attachment 1). 

9.9.3 Surface and Personnel Monitoring 

9.9.3. 1 Calculate the level of surface and personnel particles as CFU per 
contact plate. 

9. 9. 3.2 The alert/action limits for surface and personnel monitoring should be 
derived from historical data. * Until historical data can be 
determined, follow the guidelines provided by the USP Proposed 
Levels for Air and Surface Monitoring (Attachment 1). 

9.10 Investigation and Corrective Actions 

9.10 .1 There will be no alert/action levels until historical data can be collected to 
set appropriate levels. Data should be collected for a minimum of one 
month prior to setting limits. After one year the levels should be re- 
evaluated to take into account seasonal changes. 

9.10 2 If an alert level is exceeded, corrective action may not be required, but records 
should demonstrate that a spike in normal levels was recognized. 

9.10.3 If alert levels are consistently exceeding the limits (three consecutive samplings), 
the Pharmacist-in-charge or Quality Control Officer must be notified and 
investigation and corrective action should occur. This may include, but is not 
limited to, the following actions: 

9.10.3.1 Review of sanitation procedures 

9.10.3.2 Review of sampling technique 

9.1 0.3.3 Review of clean room personnel 

9.10.3.4 Inspection of sampling media 

9.10.4 If an excursion occurs above an action level, the Pharmacist-in-charge or Quality 
Control Officer must be notified and investigation and corrective action should 
occur. This may include, but is not limited to, the following actions: 

9. 1 0.4. 1 Identification of microbial isolates to determine origin 

9.1 0.4.2 Review of pressure differential information 

9.10.4.3 Review of HEPA and clean room certification 

9.1 0.4.4 Review of Logs of Use, Maintenance and Cleaning (LUMACs) 

9.10.5 After the corrective action is taken, the area should be re-sampled three 
consecutive times. If all samples are within limits, approve the corrective action. 
If any sample fails, additional investigation is required. 

9.11 Reporting Results 

9.11.1 Remove samples from the incubator. Record stop times on the appropriate 
attachment 

9.11.2 Count all colonies on the plate and document results for each category below. 

• Bacteria 

* Mold (Count or indicate presence) 
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• Total Counts of Bacteria and Mold combined 


10.0 ATTACHMENTS 

10.1 Attachment 1 - Levels for Air and Surface Sampling 

10.2 Attachment 2^- N Receipt of Contact Plates 

10.3 Attachment 3 - Clean Room Facility Personnel Touch Plates 

10.5 ^Attachment 4 - Clean Room Surface Sampling 

10.6 Attachment 5 --Clean Room Air Sampling 

1 0.7 Attachment 6 - Clean Room Surface Diagram 

1 0.8 Attachment 7 - Clean Room Air Diagram 


1.0 HISTORY 


Version 

Number 

Date Effective 

Description of Change 

Change Request 
Number 

1.0 

03-08-06 

New SOP 

CR06012 

2.0 

04/06/06 

Updated section 9.3 and attachment 1 to include positive/negative 
controls. Updated sample Identification labels and schematic maps 
on attachments 2, 3, 4 and 5. 

CR06053 

3.0 

11/30/07 

Taking out TSA Strips, non-viable samples, fixing iso/ 
classes not correct 


4.0 

09-22-08 

Re did attachments for new clean room, Minor changes 

CR08017 

5.0 

10-21-11 

Need to update with our move to a new clean room 

CR11011 
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6.0 


7.0 


8.0 


57 Alert Level -Signals a potential drift from normal operating conditions when normal levels 
of viable particulate in a controlled environment are exceeded; reaching alert level does 
not require investigation. (Attachment 8) 

5.8 . Action Level - Signals a potential drift from normal operating conditions when normal 

levels of viable particulate in a controlled environment are exceeded; reaching action 
level requires an investigation and corresponding corrective action. (Attachment 8) 

FREQUENCY 


6.1 

6.2 


6.3 

6.4 

6.5 

6.6 


Personnel touch plates shall be sampled upon completion of sterile compounding and 

prior to cleaning. 


Surface sampling in the glove boxes and antechambers Class 10(!SO Class 4), Class 
1000 main clean room( ISO Class 6), Class10,000(ISO Class 7) gown/crimp room, 
Class100,000(ISO Class 8)prep room, area shall be performed weekly, prior to 
cleaning. t . \ 

hwvuy 

Sterility of 70% isopropyl alcohol (I PA) will be confirmed weekly. ( 


Viable air sampling shall be performed weekly. 

Non-Viable air sampling shall be performed at least every six months. 


The Pharmacist-in-charge or the Quality Control officer shall review EM data at least 
every six months to ensure no adverse trends exist 


EQUIPMENT & SUPPLIES 


7. 1 Contracted third party (if applicable) 

7.2 TSA contact plates containing lecithin and polysorbate 80 

7.3 Viable air sampler with sterilized impeller and shroud (Model # SAS180) 

7.4 Appropriate user manuals 

7.5 Sterile compounding garb 
GENERAL INFORMATION 


8. 1 EM should flow from "clean” areas to “dirty” areas. 

9.0 PROCEDURE 


9.1 Upon receipt of commercially prepared TSA contact plates, retain the manufacturer's 
Certificate of Analysis (CofA). Document receipt of the media on Receipt of Contact 
plates (Attachment 1). 

9.2 Verify that the (CofA) documents the manufacturer’s testing of growth promotion. If 
documentation is not provided, quarantine the media and do not use until appropriate 
certification is received. 


9.2.1 Remove two plates from new lot of media received far positive and negative 
controls. 

9.2.2 Label one plate "Positive” and the other plate "Negative, 11 and write the date on 
each plate. 

9.2.3 Do not expose the agar surface of the “Negative” plate. Seal the contact plate 
with parafilm. 


9.2.4 For the "Positive" control expose the agar to air for 15 minutes. Seal the contact 
plate with parafilm. 

9.2.5 Incubate for 5 days at 30°C-35°C. Document on Attachment 1 . 
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Sterile Laboratory 

Effective Date 09-22-08 

Originator: 

(a. fj 

Reviewer: 

)La — ' — 


1.0 


2.0 


3.0 


4.0 


5.0 


PURPOSE 

1.1 


The purpose of this procedure is to establish requirements for viable and non-viable 
environmental monitoring (EM) of the clean room facility. 


SCOPE 

2.1 

2.2 


This procedure applies to the New England Compounding Center clean room facility 
under conditions that meet or exceed state and- federal guidelines as outlined by the 
United States Pharmacopeia <797>. 

This procedure must be followed to reduce the amount of particulate matter and airborne 
microbial contamination. 


RESPONSIBILITY 

3. 1 The Pharmacist-in-charge shall supervise this procedure and document that all personnel 
responsible for EM of the clean room facility comply with this procedure. 

REFERENCES 

4.1 USP Current Version <797> “Pharmaceutical Compounding - Sterile Preparations” 

4.2 USP Current Version <1116> “Microbiological Evaluation of Clean Rooms and Other 
Controlled Environments” 

4.3 ISO 14644-4 “Clean Rooms and Associated Controlled Environments", Part 4 

4.4 SOP 3.01 0 “Sterile Compounding Area Requirements” 

4.5 SOP 3.020 “Gleaning and Maintenance of the Clean Room Facility” 

4.6 SOP 9.090 “Required Garb for Clean Room Facility Access” 

DEFINITIONS 

5.1 CFU -Colony forming unit 

5.2 Viable Particle - A viable particle is a particle that contains one or more living 
microorganisms. 

5.3 Viable Air Sampler - Device used to sample microorganisms in the air. 

5.4 Non-Viable Air Sampling - Total particle count Includes viable particles but does not test 
for presence of microorganisms. 

5.5 Surface Contact Plate - Agar plate used to sample surfaces for microorganisms by direct 
application. The agar contains neutralizers to inactivate residual disinfectants. 

5.6 ISO Classifications 

5.6.1 ISO Class 4 is equivalent to Class 10 (glove box, antechamber). 

5.6.2 ISO Class 6 is equivalent to Class 1,000 (main clean room). 

5.6.3 ISO Class 7 is equivalent to Class 10,000 (gown/crimp room). 

4.1.1 ISO Class 8 is equivalent to Class 100,000 (prep room). 
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SOP NEW/CHANGE REQUEST FORM - Attachments 

(Page 1 of 2) 

Check one: □ Mew ^-Change Change Request Log Number: non 

SOP Number/Title: 3-0^ 0_ £ r\\) i rtf A VV> flrtWA 1 ' >6A( W)r\A’C. 

6-C W<L 0>\ P Cx V\ ^U^vVy 

Version of SOP being changed: M-C) NewVersion: S"*- 0 

Description/Text of Change: (see attached Changed Document) 


Reason for Change Reauest: . 

vA cWgvn OTD iAA — T^jlA 

i.u j 0\j(L AAov^ 

Supporting Documentation: (mark one) 

Intone Required □ Attached -> reference (specify): 

Requested Implementation Date: (mark one) 





□ Less' than 30 Days □ By Date: 

Annual SOP Review Requirements: (mark one) 


^Complete review was performed to satisfy the requirements of SOP review (see page 2). 


□ Review limited to changes only, SOP review will need to be performed when scheduled. 

Check Training Requirements: (mark one) 

P^Read and Understand Memo Q Training Session Required 

Training Checklist: 


□ No Checklist is Required OR TC# has been reviewed and: 


□ No Changes are Required 

□ Checklist needs to be Written/Changes are 
Required TC change # 


Change Originator: 
Quality Control: 


Printed Name 


Printed Name 


Signature 


Signature 


SOP 1.010 


New England Compounding Center 


Date 


Date 



Version 2.0 


174756_29_16_000556 


FDA P00095850 




I have reviewed the above mentioned procedure and: 

□ No changes need to be Implemented. 

SOP New/Change Request Form is attached to update the procedure, Change Request 
Log Number CR //£) (J_ 

□ SOP should be deactivated, Change Request Log Number CR . 


SOP Review Performed By: 


Date: i LI L 
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9.2.6 If the positive control has no growth or the negative control has growth, the lot 
must be rejected. 

9.2.7 Place the completed Attachment 1, along with the (CofA) in a designated binder. 

9.2.8 Store all acceptable media according to the manufacturer’s recommendation in a 
monitored refrigerator. (2°C - 8°C). 

9.3 Viable Air Sampling 

9.3.1 Set up the air sampler according to the manufacturer’s instructions. 

9.3.2 Sanitize the exterior of the air sampler prior to use with a low-lint wipe, saturated 
with sterile 70% I PA. 

9.3.3 if the sampler is being moved from a dirty to clean location during sampling, 
repeat exterior sanitization. 

9.3.4 Make sure the air sampler is programmed with the following parameters: 

Sample Time Air Volume/Minute Total Air Volume 

5.5 Minutes 180 Liters 1000 liters {35ft 3 } ■ 

9.3.5 J'&sm all appropriate clean room garb and gloves as per SOP 9.090, “Required 
^ Garb for Clean Room Facility Access.” Be sure to periodically sanitize gloves 

with sterile 70% IPA while sampling. 

9.3.6 Document all data on the appropriateCAttachments. 

9.3.7 Obtain the appropriate quantity of media from storage. 

9.3.7. 1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

9. 3. 7. 2 Verify media is within expiration date and record media lot number and 
expiration date on Attachment 6. 

9. 3. 7.3 Asepticaily remove an agar contact plate from its package. Make sure 
that the contact plate covers remains on. 

9. 3.7.4 Asepticaily remove the outer protective cap from the sampler and 
unscrew the aspirating head. 

9. 3.7.5 Secure the plate between the metal prongs, Once secure, remove the 
contact plate cover and immediately replace the aspirating head and 
screw on tightly. 

NOTE: Do not touch the agar surface (If agar is touched, discard the contact plate). 

9.3.8 Place the air sampler in the desired location at cart or bench top height. Orient 
the air sampler in a vertical position facing the ceiling and turn on. 

Do not place arms over sampler while in operation. 

9.3.8. 1 The air sampler will automatically turn off at the conclusion of the 
sampling period. 

9.3. 8. 2 Asepticaily remove the contact plate from the sampler. Replace the lid 
of the contact plate. 

9.3.8. 2.1 Inspect the contact plate to ensure the impingement marks 
are present. 

9.3.8. 2.2 If impingement marks are not present, the sample is invalid 
and shall be repeated with a new contact plate. 

9.3. 8.3 Seal the contact plate with parafilm. 
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9.3. 8. 4 Record the site location on the base of the pfate, initial and date. Do 
not record any information on the cover plate. 

9. 3.8.5 Invert the samples and incubate for as follows. 

9.3.8. 5 5 days at 30-35 °C. 

NOTE: If 5 th day of incubation falls on a non-business day, then the plates shall 
be incubated at that temperature for the remainder of the 7 days. Do not exceed 
7 days of incubation. 

NOTE: Samples may be shipped to a contract lab for incubation and analysis. 

9.4 Non-Viable Air Sampling 

9.4.1 Non-viable air sampling shall be performed every 6 months along with 
Room/Hood Certification. 

9.4.2 Sampling shall be performed by an approved vendor using calibrated equipment. 

9.4.3 File all completed documents in the designated binder. 

9.5 Surface Sampling 

9.5.1 Document all data on the appropriate Attachments. 

9.5.2 Surface sampling in the glove boxes and antechambers - Class 1 0 (ISO 4), Class 
1000 (ISO 6)main clean room, Class 10,000 (ISO 7)gown/erimp room, Class 
100,000 (ISO 8) prep room area shall be performed weekly, prior to cleaning 

9.5.3 Obtain the appropriate quantity of contact plates from storage. 

9.5.3. 1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

9.5. 3.2 Verify media is within expiration date and record media lot number and 
expiration date on appropriate Attachment. 

9.5.4 Don all appropriate clean room garb and gloves as per SOP 9.090, “Required 
Garb for Clean Room Facility Access". Be sure to periodically sanitize gloves 
with sterile 70% I PA while sampling. 

9.5.5 Sampling technique: 

9. 5.5.1 Aseptically remove the contact plate cover and hold the contact plate 
face down. Gently touch the agar to the desired surface and roll the 
plate slightly to ensure complete contact with the surface for 10 
seconds. 

9. 5.5.2 Replace the cover and seal the plate with parafilm. 

9. 5.5. 3 Record the site location on the base of the plate. Do not record any 
information on the cover of the plate. 

9.5.5. 4 Clean the sample site with sterile 70% IPA before proceeding to the 
next site. 

9.5.6 Incubate for 5 days 30°C-35°C. 

9.5.7 Record surface sampling results on Attachment 2, and file all completed 
documents in the EM binder. 

9,6 Confirm the Sterility of 70% IPA 

9.6.1 Refer to the appropriate Attachment for Surface Sampling Log 
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9.7 


9.6.2 Obtain two contact plates from storage and test two random sterile 70% I PA 
bottles. 

9.6.2. 1 Inspect each plate and discard any damaged or contaminated media 
and replace. TV\ 

9.6.2. 2 Verify media is within expiration date, and record media lot number 
and expiration date on Attachment# 

9.6.3 Aseptically remove the contact plate cover. 

NOTE: Do not touch the agar surface (If agar is touched, discard the contact plate). 

9.6.4 Spray the surface of the agar with the sterile 70% IPA designated for use in the 
clean room. 

9.6.5 Replace the cover and seal the plate with parafilm. 

9.6.6 Label the base of the plate with “IPA” and^hH"IPAl01Tnjmber/expiration-date. Do 
not record any information on the cover of the plate. 

9.6.7 Incubate for 5 days at 30°C-35°C. 

9.6.8 Record results on Attachment^, and file all completed documents in the EM 
binder. 


Personnel Monitoring 

9.7.1 Refer to the Clean Room Facility Personnel Touch Plate Log (Attachments^ 

9.7.2 Obtain the appropriate quantity of contact plates from storage. 


9.7.2. 1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

9. 7.2.2 Verify media is within expiration date. 

9. 7. 2.3 Labe! the base of the contact plate with the date, the 
pharmacist/technician initials, the hand sampled and what product is 
being compounded. 

9. 7.2.4 After sterile compounding is completed for the day, and prior to 
cleaning, touch each gloved finger of the dominant hand to the agar 
surface, making certain not to re-touch areas. 


9.7.3 Replace the cover and seal the plate with parafilm. 

9.7.4 Incubate for 5 days at 30°C-35°C. 

9.7.5 Record personnel monitoring results on Attachment^ nd file all completed 
documents in the EM binder. 


9.8 The Pharmacist-in-charge or the Quality Control Officer shall review EM data at least 
every six months to ensure no adverse trends exist. 

9.9 Alert and Action Limits 

9.9.1 Air Sampling (Viable) 

9.9.2 Calculate the level of viable airborne particulates as CFU per cubic foot. The 
volume of air sampled in the Class 10 (ISO 4) area will be 284 liters (10 cubic 
feet) and all other locations will be 142 liters (5 cubic feet). 

9.9.2. 1 The alert/action limits for air sampling should be derived from historical 
data. * Until historical data can be determined, follow the 
guidelines provided by the USP Proposed Levels for Air and 
Surface Monitoring (Attachment 8). 
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LEVELS FOR AIR AND SURFACE MONITORING - ATTACHMENT^* 
Note: ** Alert/Action Levels are to be determined after historical data is collected** 

Levels for Air Sampling 


Classifications 

Alert Level 

Action Level 

ISO 4 (Class 10) 

Glove box, Antechambers 

1 CFU 

2+ CFU 

ISO 6 (Class 1.000) 

Main Clean Room 

2 CFU 

^ CFU 

ISO 7( Class 10.000) 

Gown room, Crimp Room 

5 CFU 

8+ CFU 

ISO Class 8 (Class 100,000) 

Prep Room 

8 CFU 

10+ CFU 


Levels for Surface Sampling 


Classifications 



Alert Level 

Action Level 

iso 4 (Class io) 

Glove box, Antechambers 


l 

1 CFU 

2+ CFU 

ISO 6 (Class 1 ,000) 

Main Clean Room 



3 CFU 

5. CFU 

ISO 7( Class 10,000) 

Gown room. Crimp Room 



5 CFU 

7+ CFU 

ISO Class 8 (Class 100,000) 

Prep Room 

1 


8 CFU 

10+CFU 
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9.12. 1 Remove samples from the incubator. Record stop times on the appropriate 
attachment. 

9.12.2 Count all colonies on the plate and document results for each category below. 

• Bacteria 

• Mold (Count or indicate presence) 

• Total Counts of Bacteria and Mold combined 


10.0 ATTACHMENTS 

10.1 Attachment 1 - Receipt of Contact Plates 

10.2 Attachment 2 - Clean Room Surface Sampling 

1 0.3 Attachment 3 - Clean Room Surface Sampling Diagram 

10.4 Attachment 4 - Random Air/Surface Sample Form 

10.5 Attachment 5 - Clean Room Viable Air Sampling Diagram 

10.6 Attachment 6 - Clean Room Viable Air Sampling 

10.7 Attachment 7 - Clean Room Facility Personnel Touch Plate Log 

10.8 Attachment 8 - Levels for Air and Surface Monitoring 


1.0 HISTORY 


Version 

Number 

Date Effective 

Description of Change 

Change Request 
■ Number 

1.0 

‘ 03-08-06 

New SOP 

CR06012 

2.0 

04/06/06 

Updated section 9.3 and attachment 1 to include positive/negative 
controls. Updated sample identification labels and schematic maps 
on attachments 2, 3, 4 and 5. 

CR06053 

3.0 

11/30/07 

Taking out TSA Strips, non-viable samples, fixing iso / 
classes not correct 

CR07018 

4.0 

09-22-08 

Re did attachments for new clean room, Minor changes 

CR08017 
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9.9.3 Surface and Personnel Monitoring 

9.9.3. 1 Calculate the level of surface and personnel particles as CFU per 
contact plate. 

9.9. 3.2 The alert/action limits for surface and personnel monitoring should be 
derived from historical data. * Until historical data can be 
determined, follow the guidelines provided by the USP Proposed 
Levels for Air and Surface Monitoring (Attachment 8). 


9.10 Investigation and Corrective Actions 

9.10.1 There will be no alert/action levels until historical data can be collected to 
set appropriate levels. Data should be collected for a minimum of one 
month prior to setting limits. After one year the levels should be re- 
evaluated to take into account seasonal changes, 

9.10.2 If an alert level is exceeded, corrective action may not be required, but records 
should demonstrate that a spike in normal levels was recognized. 

9.10.3 If alert levels are consistently exceeding the limits (three consecutive samplings), 
the Pharmacist-in-charge or Quality Control Officer must be notified and 
investigation and corrective action should occur. This may include, but is not 
limited to, the following actions: 

9.10.3.1 Review of sanitation procedures 

9.10.3.2 Review of sampling technique 

9. 1 0.3.3 Review of clean room personnel 

9. 1 0.3.4 Inspection of sampling med ia 

9.10.4 If an excursion occurs above an action level, the Pharmacist-in-charge or Quality 
Control Officer must be notified and investigation and corrective action should 
occur. This may include, but is not limited to, the following actions: 

9.10.4.1 Identification of microbial isolates to determine origin 

9.10.4.2 Review of pressure differential information 

9. 10.4.3 Review of HEPA and clean room certification 

9.10.4.4 Review of Logs of Use, Maintenance and Cleaning (LUMACs) 


9.10.5 After the corrective action is taken, the area should be re-sampled three 

consecutive times. If all samples are within limits, approve the corrective action. 
If any sample fails, additional investigation is required. 

9. IT "’No'fvR'outine Simples 


9.11JL- Non-routine'sampfes thafare noHisted on tltrViable^n&SjJrface Sampling . 
Forrns-ma y-be-taken 'at’a’clesireaiocation . 


9. 1 1 .2 Take the sample^according-tO’the^appropTiate^air or surface sampling procedure 
above. 


9.14..3 Document air/surface sample location and results on Attachment^** 


9.1 1 .4_Non=routine-samp 'es‘'a re 'i nvestigational and_shaj]_not be / com pared to alert/action 
values. Do not generate'amalert^bractidn as described in 9.10 for non-routine 
' sanies- 

9.12 Reporting Results 
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ATTACHMENT 4 - CLEAN ROOM 1 - VIABLE AIR SAMPLING MAP 
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ATTACHMENT 10 - CLEAN ROOM 2 - SURFACE SAMPLING MAP 
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ATTACHMENT 10 - CLEAN ROOM 2 - SURFACE SAMPLING MAP 
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ATTACHMENT 8 - CLEAN ROOM 1 - SURFACE SAMPLING MAP 


Hood 5 - 1SGH5 


Hood G - 1SCH6 


Hood 4* 1SCH4 


Hood 3 - 1SCH3 
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Sample 2 Tables, and 1 Storage E in from Each Quadrant 
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SOP NUMBER: 3.030 

Sterile Laboratory 
° ri g« na to r: 

Reviewer: 


1.0 


2.0 


3.0 


PURPOSE 

1.1 



VERSION NUMBER: 4.0 
tost Effective Date 03 2 8 06 

Previews effective 1 1 -^n~Q 7 

Current Effective Date 0 <\ 



SCOPE 

2.1 

2.2 


The purpose of this procedure is to establish requirements for viajafe and non-viable 
environmental monitoring (EM) of the clean room facility. / 

This procedure applies to the New England Compounding Center clean room facility 
under conditions that meet or exceed state and federal guidelines as outlined by the 
United States Pharmacopeia <797>. 


This procedure must be followed to reduce the amount of particle matter and airborne 


microbial contamination. 

RESPONSIBILITY 

3.1 


The Pharmacist-in-charge shall supervise this procedure and document that all personnel 
responsible for EM of the clean room facility comply with this procedure. 


4.0 REFERENCES 

4.1 USP Current Version <797> “Pharmaceutical Compounding - Sterile Preparations” 

4.2 USP Current Version <1116> “Microbiological Evaluation of Clean Rooms and Other 
Controlled Environments” 

4.3 ISO 14644-4 “Clean Rooms and Associated Controlled Environments”, Part 4 

4.4 SOP 3.010 “Sterile Compounding Area Requirements” 

4.5 SOP 3.020 “Cleaning and Maintenance of the Clean Room Facility" 

4.6 SOP 9.090 “Required Garb for Clean Room Facility Access” 

5.0 DEFINITIONS 

5.1 CFU - Colony forming unit 

5.2 Viable Particle - A viable particle is a particle that contains one or more living 
microorganisms. 

5.3 Viable Air Sampler - Device used to sample microorganisms in the air. 

5.4 Non-Viable Air Sampling - Total particle count. Includes viable particles but does not test 
for presence of microorganisms. 

5.5 Surface Contact Plate - Agar plate used to sample surfaces for microorganisms by direct 
application. The agar contains neutralizers to inactivate residual disinfectants. 

5.6 ISO Classifications 

5.6.1 ISO Class 4 is equivalent to Class 10 (glove box, antechamber). 

5.6.2 ISO Class 6 is equivalent to Class 1 ,000 (main clean room). 

5.6.3 ISO Class 7 is equivalent to Class 10,000 (gown/crimp room). 

4.1.1 ISO Class 8 is equivalent to Class 100,000 (prep room). 
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6.0 


7.0 


8.0 


9.0 


5.7 Alert Level -Signals a potential drift from normal operating conditions when normal levels 
of viable particulate in a controlled environment are exceeded; reaching alert level does 
not require investigation. (Attachment 6) 

5.8 Action Level - Signals a potential drift from normal operating conditions when normal 
levels of viable particulate in a controlled environment are exceeded; reaching action 
level requires an investigation and corresponding corrective action. (Attachment 6) 

FREQUENCY 


6.1 

6.2 


6.3 

6.4 

6.5 

6.6 


Personnel touch plates shall be sampled upon completion of sterile compounding and 

prior to cleaning 


Surface sampling in the glove boxes and antechambers Class 10(ISO Class 4), Class 
1000 main clean room( ISO Class 6), Class10,000(ISO Class 7) gown/crimp room, 
Class100,000(lSO Class 8)prep room, area shall be performed weekly, prior to . 

cl “""’ 9 ' ’ 

Sterility of 70% isopropyl alcohol (I PA) will be confirmed weekly. 4^ » 


Viable air sampling shall be performed weekly. 

Non-Viable air sampling shall be performed at least every six months. 






The Pharmacist-in-charge or the Quality Control officer shall review EM data at least 
every six months to ensure no adverse trends exist. 


EQUIPMENT & SUPPLIES 

7.1 Contracted third party (if applicable) 

7.2 TSA contact plates containing lecithin and polysorbate 80 

7.3 Viable air sampler with sterilized impeller and shroud (Model # SAS1 80) 

7.4 Appropriate user manuals 

7.5 Sterile compounding garb 
GENERAL INFORMATION 

8.1 EM should flow from “clean” areas to "dirty” areas. 


PROCEDURE 


9.1 Upon receipt of commercially prepared TSA contact plates, retain the manufacturer's 
Certificate of Analysis (CofA), Document receipt of the media on Receipt of Contact 
plates (Attachment 1). 

9.2 Verify that the (CofA) documents the manufacturer’s testing of growth promotion. If 
documentation is not provided, quarantine the media and do not use until appropriate 
certification is received. 

9.2.1 Remove two plates from new lot of media received for positive and negative 
controls. 

9.2.2 Label one plate ‘‘Positive" and the other plate "Negative,” and write the date on 
each plate. 

9.2.3 Do not expose the agar surface of the "Negative” plate. Seal the contact plate 
with parafilm. 

9.2.4 For the “Positive" control expose the agar to air for 15 minutes. Seal the contact 
plate with parafilm. 

9.2.5 Incubate for 5 days at 30°C-35°C. Document on Attachment 1. 
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9.2.6 tf the positive control has no growth or the negative control has growth, the lot 
must be rejected. 

9.2.7 Place the completed Attachment 1 , along with the (CofA) in a designated binder. 

9.2.8 Store all acceptable media according to the manufacturer's recommendation in a 
monitored refrigerator. (2°C - 8°C). 

9.3 Viable Air Sampling 

9.3.1 Set up the air sampler according to the manufacturer’s instructions. 

9.3.2 Sanitize the exterior of the air sampler prior to use with a low-lint wipe, saturated 
with sterile 70% I PA. 

9.3.3 If the sampler is being moved from a dirty to clean location during sampling, 
repeat exterior sanitization. 


9.3.4 Make sure the air sampler is programmed with the following parameters: 


Sample Time 

Air Volume/Minute 

Total Air Volume 

5.5 Minutes 

180 Liters 

1000 liters (35ft 3 ) 

9.3.5 

Don all appropriate clean room garb and gloves as per SOP 9.090, "Required 

Garb for Clean Room Facility Access." Be sure to periodically sanitize gloves 


with sterile 70% IPA while sampling. 


9.3.6 

Document all data on the appropriate Attachments. 



9.3.7 Obtain the appropriate quantity of media from storage. 

9.3.7. 1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

9.3. 7.2 Verify media is within expiration date and record media lot number and 
expiration date on Attachment 4. 

9. 3.7.3 Aseptically remove an agar contact plate from its package. Make sure 
that the contact plate covers remains on. 

9. 3.7.4 Aseptically remove the outer protective cap from the sampler and 
unscrew the aspirating head, 

9. 3.7.5 Secure the plate between the metal prongs. Once secure, remove the 
contact plate cover and immediately replace the aspirating head and 
screw on tightly. 

NOTE: Do ncttoucfrthe agar surface (If agar is touched, discard the contact plate). 

9.3.8 Place the air sampler in the desired location at cart or bench top height. Orient 

the air sampler in a vertical position facing the ceiling and turn on. 

Do not place arms over sampler while in operation. 

9.3.8. 1 The air sampler will automatically turn off at the conclusion of the 
sampling period. 

9.3. 8. 2 Aseptically remove the contact plate from the sampler Replace the lid 
of the contact plate. 

9.3.8. 2.1 Inspect the contact plate to ensure the impingement marks 
are present. 

9. 3.8. 2. 2 If impingement marks are not present, the sample is invalid 
and shall be repeated with a new contact plate. 

9.3. 8. 3 Seal the contact plate with parafilm. 
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9. 3. 8.4 Record the site location on the base of the base of the plate, initial and 
date. Do not record any information on the cover plate. 

9. 3. 8. 5 Invert the samples and incubate for as follows. 

9. 3. 8. 6 5 days at 30-35 °C. 

NOTE: If 5 th day of incubation falls on a non-business day, then the plates shall 
be incubated at that temperature for the remainder of the 7 days. Do not exceed 

7 days of incubation. 

NOTE: Samples may be shipped to a contract lab for incubation and analysis. 

9.4 Non-Viable Air Sampling 

9.4.1 Non-viable air sampling shall be performed every 6 months along with 
Room/Hood Certification. 

9.4.2 Sampling shall be performed by an approved vendor using calibrated equipment. 

9.4.3 File all completed documents in the designated binder. 

9.5 Surface Sampling 

9.5.1 Document all data on the appropriate Attachments. 

9.5.2 Surface sampling in the glove boxes and antechambers - Class 10 (ISO 4), Class 
1000 (ISO 6)main clean room, Class 10,000 (ISO 7)gown/crimp room, Class 
100,000 (ISO 8) prep room area shall be performed weekly, prior to cleaning 

9.5.3 Obtain the appropriate quantity of contact plates from storage, 

9.5.3. 1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

9.5.3. 2 Verify media is within expiration date and record media lot number and 
expiration date on appropriate Attachment. 

9.5.4 Don all appropriate clean room garb and gloves as per SOP 9.090, “Required 
Garb for Clean Room Facility Access'*. Be sure to periodically sanitize gloves 
with sterile 70% IPA while sampling. 

9.5.5 Sampling technique: 

9.5.5. 1 Aseptically remove the contact plate cover and hold the contact plate 
face down. Gently touch the agar to the desired surface and roll the 
plate slightly to ensure complete contact with the surface for 10 
seconds. 

9.5.5. 2 Replace the cover and seal the plate with parafilm. 

9.5.5. 3 Record the site location on the base of the plate. Do not record any 
information on the cover of the plate. 

9.5.5. 4 Clean the sample site with sterile 70% IPA before proceeding to the 
next site. 

9.5.6 Incubate for 5 days 30°C-35°C. 

9.5.7 Record surface sampling results on Attachment 2, and file all completed 
documents in the EM binder. 

9.6 Confirm the Sterility of 70% IPA 
9.6. 1 Refer to the appropriate Attachment for Surface Sampling Log 
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9.6.2 Obtain two contact plates from storage and test two random sterile 70% IPA 
bottles. 

9.6. 2.1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

9.6.2. 2 Verify media is within expiration date, and record media lot number 
and expiration date on Attachment 2. 

9.6.3 Asepticaily remove the contact plate cover. 

NOTE; Do not touch the agar surface (If agar is touched , discard the contact plate). 

9.6.4 Spray the surface of the agar with the sterile 70% IPA designated for use in the 
clean room. 

9.6.5 Replace the cover and seal the plate with parafilm. 

9.6.6 Label the base of the plate with “IPA” and the IPA lot number/expiration date. Do 
not record any information on the cover of the plate. 

9.6.7 Incubate for 5 days at 30°C-35°C. 

9.6.8 Record results on Attachment 2, and file all completed documents in the EM 
binder. 

9.7 Personnel Monitoring 

9.7.1 Refer to the Clean Room Facility Personnel Touch Plate Log (Attachment 5). 

9.7.2 Obtain the appropriate quantity of contact plates from storage. 

9.7.2. 1 Inspect each plate and discard any damaged or contaminated media 
and replace. 

9.7. 2. 2 Verify media is within expiration date. 

97.2.3 Label the base of the contact plate with the date, the 
pharmacist/technician initials, the hand sampled and what product is 
being compounded. 

97.2.4 After sterile compounding is completed for the day, and prior to 
cleaning, touch each gloved finger of the dominant hand to the agar 
surface, making certain not to re-touch areas. 

97.3 Replace the cover and seal the plate with parafilm. 

97.4 Incubate for 5 days at 30°C-35°C. 

9.7.5 Record personnel monitoring results on Attachment 5 and file all completed' 
documents in the EM binder. 

9.8 The Pharmacist-in-charge or the Quality Control Officer shall review EM data at least 
every six months to ensure no adverse trends exist. 

9.9 Alert and Action Limits 

9.9. 1 Air Sampling (Viable) 

9.9.2 Calculate the level of viable airborne particulates as CFU per cubic foot The 
volume of air sampled in the Class 10 (ISO 4) area will be 284 liters (10 cubic 
feet) and all other locations will be 142 liters (5 cubic feet). 

9.9.2. 1 The alert/action limits for air sampling should be derived from historical 
data. * Until historical data can be determined, follow the 
guidelines provided by the USP Proposed Levels for Air and 
Surface Monitoring (Attachment 6). 
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9.9.3 Surface and Personnel Monitoring 

9.9.3. 1 Calculate the level of surface and personnel particles as CFU per 
contact plate. 

9.9.3. 2 The alert/action limits for surface and personnel monitoring should be 
derived from historical data. * Until historical data can be 
determined, follow the guidelines provided by the USP Proposed 
Levels for Air and Surface Monitoring (Attachment 6). 

9. 1 0 Investigation and Corrective Actions 

9.10.1 There will be no alert/action levels until historical data can be collected to 
set appropriate levels. Data should be collected for a minimum of one 
month prior to setting limits. After one year the levels should be re- 
evaluated to take into account seasonal changes. 

9.10.2 If an alert level is exceeded, corrective action may not be required, but records 
should demonstrate that a spike in normal levels was recognized. 

9.10.3 If alert levels are consistently exceeding the limits (three consecutive samplings), 
the Pharmacist-in-charge or Quality Control Officer must be notified and 
investigation and corrective action should occur. This may include, but is not 
limited to, the following actions; 

9.10.3.1 Review of sanitation procedures 

9.10.3.2 Review of sampling technique 

9.10.3.3 Review of clean room personnel 

9.10.3.4 Inspection of sampling media 

9.10.4 If an excursion occurs above an action level, the Pharmacist-in-charge or Quality 
Control Officer must be notified and investigation and corrective action should 
occur, This may include, but is not limited to, the following actions: 

9.10.4.1 Identification of microbial isolates to determine origin 

9.10.4.2 Review of pressure differentia! information 

9.10.4.3 Review of HEPA and clean room certification 

9.10.4.4 Review of Logs of Use, Maintenance and Cleaning (LUMACs) 

9.10.5 After the corrective action is taken, the area should be re-sampled three 
consecutive times. If all samples are within limits, approve the corrective action. 
If any sample fails, additional investigation is required. 


9.11 


Non-Routine Samples 

9.11.1 Non-routine samples that are not listed on the Viable and Surface Sampling 
Forms may be taken at a desired location. 

9.1 1 2 Take the sample according to the appropriate air or surface sampling procedure 
above 

9.1 1.3 Document the sample location, sampling (air/surface), and results on Attachment 3. 

9.1 1.4 Non-routine samples are investigational and shall not be compared to alert/action 
values. Do not generate an alert or action as described in 9.10 for non-routine 
samples. 


9.12 Reporting Results 
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9.12.1 Remove samples from the incubator. Record stop times on the appropriate 
attachment. 

9.12.2 Count all colonies on the plate and document results for each category below. 

• Bacteria 

• Mold (Count or indicate presence) 

• Total Counts of Bacteria and Mold combined 


10.0 


1.0 


ATTACHMENTS 

10.1 

Attachment 1 

10.2 

Attachment 2 

10.3 

Attachment 3 

10.4 

Attachment 4 

10.5 

Attachment 5 

10.6 

Attachment 6 

HISTORY 


Receipt of Contact Plates 

Clean Room Surface Sampling Diagram and Form 

Non-Routine Air/Surface Sample Form 

Clean Room Viable Air Sampling Diagram and Form 

Clean Room Facility Personnel Touch Plate Log 

Levels for Air and Surface Monitoring 


Version 

Number 

Date Effective 

Description of Change 

Change Request 
Number 

1.0 

03-08-06 

New SOP 

CR06012 

2.0 

04/06/06 

Updated section 9.3 and attachment 1 to include positive/negative 
controls. Updated sample identification labels and schematic maps 
on attachments 2, 3, 4 and 5. 

CR06053 

3.0 

11/30/07 

Taking out TSA Strips, non-viable samples, fixing iso/ 
classes not correct 

CR07018 

4.0 


Re did attachments for new clean room, Minor changes 

CR08017 
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TITLE: ENVIRONMENTAL MONITORING OF THE CLEAN ROOM FACILITY 
SOP NUMBER: 3.030 VERSION NUMBER: 4.0 

LEVELS FOR AIR AND SURFACE MONITORING - ATTACHMENT 6 

Note: ** Alert/Action Levels are to be determined after historical data is collected** 


Levels for Air Sampling 


Classifications 

Alert Level 

Action Level 

iso 4 (Class io} 

Glove box, Antechambers 

1 CFU 

2+ CFU 

ISO 6 (Class 1,000) 

Main Clean Room 

2 CFU 

3+ CFU 

ISO 7( Class 10,000} 

Gown room, Crimp Room 

5 CFU 

8+ CFU 

ISO Class 8 (Class 100,000} 

Prep Room 

8 CFU 

10+ CFU 


Levels for Surface Sampling 


Classifications 


1 

Alert Level 

Action Level 

ISO 4 {Class 10} 

Glove box, Antechambers 


I 

1 CFU 

2+ CFU 

ISO 6 (Class 1,000) 

Main Clean Room 



3 CFU 

5+ CFU 

ISO 7( Class 10,000) 

Gown room, Crimp Room 



5 CFU 

7+ CFU 

ISO Class 8 (Class 100,000) 

Prep Room 

1 

1 

8 CFU 

10+CFU 
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